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(54) Title: ETHER SUBSTITUTED IMIDAZOPYRIDINES 

(57) Abstract: Imidazopyridine compounds that contain an ether functionality at the 1-position are useful as immune response 
modifiers. The compounds and compositions of the invention can induce the biosynthesis of various cytokines and are useful in 
the treatment of a variety of conditions including viral diseases and neoplastic diseases. Methods of preparing the compounds and 
intermediates useful in the preparation of the compounds are also disclosed. 
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ETHER SUBSTITUTED SVQD AZOPYRIDINES 

Field 

; This invention relates to imidazopyridine compoxmds that have ether or thioether 
. 5 substitution at the 1 -position, and that may contain additional functionality. The invention 
also provides pharmaceutical compositions containing these compounds and methods of 
inducing cytokine biosynthesis by administration of the compounds. 

Background 

10 The first reliable report on the lJ?-imidazo[4,5-c]quinoline ring sj^tem, Backman 

et al., J. Org. Chem . 15, 1278-1284 (1950) describes the synthesis of l-(6-methoxy-8- 
qumol]nyl)-2-methyl-lJEr-imidazo[4,S-clquinoli^^ for possible use as an antimalarial 
agent. Subsequently, syn&eses of various substituted lJ7-iimdazo[^^^ 
reported. For example, Jain et al., J. Med. Chem. 11, pp. 87-92 (1968), synthesized the 

15 compound l-[2-(4-pq)eridyl)eihyl]-lf^imidazo[4,5-c]quin as apossible 

anticonvulsant and cardiovascular agent. Also, Baranov et al., Chem. Abs. 85, 94362 
(1 976), have reported several 2-oxoimidazo[4,5-c]quinolines, and Berenyi et al., L 
Heterocyclic Chem, 18, 1537-1540 (1981), have reported certain 2-oxoimidazo[4,5- 
c]quinolines. 

20 Certain lH-imidazo[4,5-c]quinolin-4-amines and 1- and 2-substituted derivatives 

thereof were later found to be useful as antiviral agents, bronchodilators and 
immunomodulators. These are described in, inter alia, U.S. Patent Nos. 4,689,338; 
4,698,348; 4,929,624; 5,037,986; 5,268,376; 5,346,905; and 5,389,640, all of which are 
incorporated herein by reference. 

25 Substituted lii/-imidazopyridine-4-amine compounds useful as immune response 

modifiers are described in United States Patent Nos. 5,446,153; 5,494,916; 5,644,063; 
6,525,064; 6,545,016; and 6,545,017. The compounds described in these patents do not 
have ether substitution at the 1- position. Certain lff-imidazo[4,5-c]quinolin-4-amines 
ttiat have amide, sulfonamide, and urea fimctionality at the 1-position are described m U.S. 

30 Patent Nos. 6,331,539; 6451,810; and 6,541,485. 
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Despite these recent discoveries of compounds that are useful as immune response 



modifiers, there is a continuing need for compounds that have the ability to modulate the 
immune resfponse, by induction of cytokine biosynthesis or other mechanisms. 



In one aspect, the invention provides imidazopyridine compounds that have ether 
substitution at the 1-position. These conqpounds have the ^eral formula (la): 

ISIH2 



wherein X, W, and the various R variables are as defined herein. In other aspects, the 
invention provides pharmaceutical compositions containmg the compounds and methods 
of using the compounds to achieve a therapeutic effect Such effects include the induction 
of cytokine biosynthesis, the induction of interferon biosynthesis, treatment of viral 
15 conditions and treatment of neoplastic conditions, hi other aspects, the invention 

additionally provides methods of making the compounds and mtermediate compounds 
useful in their sjnthesis. 

Many of the compounds of the invention have an ether linkage at the 1-position of 
the compounds. The compounds may include additional substitution that occurs after the 
20 mitial ether linkage, such as aryl, heteroaryl, heterocyclyl, amido, sulfonamido, urea, and 
the like. An additional set of compounds provided by the invention contain a fihioether 
linkage at the 1-position; these thioether coirqpounds may also have additional substitution 
after the initial thioether linkage, including aDcyl, aryl, heteroaryl, and heterocyclyl. 



Summary 




aa) 



2 



wo 03/103584 



PCT/US03/17659 



Detailed Description 



Several classes of ether and thioether substituted imidazopyridine compounds are 
disclosed herein. Although each has a diJBferent type of substitution at the 1-position of the 
5 compound, many of the substituents at the other positions of the imidazopyridine cone can 



system is used to describe some embodiments of the invention: different classes of 
compounds are each described by a different general structure of Formula Isl, such as lb, I- 
1, 1-2, and so on. Corresponding different Ri substituents for those compounds will be 

10 similarly identified as Rm, R1.2, and so on. The other substituents, which have the same 
definitions for each class of compounds, will have common designations such as X, Y, Z, 
R2, R3> R4» R5> and so on. If the same variable appears twice in a particular substituent or 
compound, such as in " - N(R5)2" then each instance of the variable can be iodependently 
selected from the permitted values for the variable. 

15 In one aspect, conq)ounds of the invention are repesented by Formula la: 



be independently selected firom the same group of radicals. Hierefore, the following 




.NH2 




X W— 



da) 



20 



wherein: 



X is -CH(R5)-, -CH(R5)-alkylene-, -CH(R5)-alkenylene-, 



or CH(R5)-alkylene-Y-alkylene-; 



25 



Yis-0-,or-S(0)o-2-; 

-W-Ri is selected fi:om -O-Ri-1.5 and-S(0)o-2-Ri-6; 
Rm-5 is selected from 



30 



-Rr-C(R7)-Z-R8-alkyl; 
-R^(R7)"Z-R8-alkenyl; 
-R^(R7>-Z^R8-aryl; 
-R<rC(R7)-Z-R8-heteroaryi; 
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-Rfi-CCR.7)-Z-R8— heterocyclyl; 
-R€-CCR7)-Z-H; 
-R<rN(R9)-C(R7)-R8-a]kyl; 
-R<r-N(El9)-C(R7>-R«-alkeiiyl; 
5 -RH^(R9)--C(R7>-Rff-aryl; 

-R«-N(El9)-C(R7)-R8-heteioaryl; 
-Rfi-N(R9)-C(R7)-RHieterocyclyl; 

-RH^(El9)-C(R7)-Rio; 

-R<i— N(R9)— SO2— Rj-aDqrl; 
10 -R«— N(R9)-S02-R«-alkeayl; 

-R«-N(Ri>)-S0r-R8-aiyl; 

-R«-N(El9)-SOr-R8-lietetoaryI; 

-Rtf-NCIl^y-SOr-Rs-heterocyclyl; 

-R«-N(R9)-S02-Rio; 
15 -R6-N(R9)-S02-N(R5)-R8-alkyl; 

-R6-N(R9)-S02-N(Rs)-R8-alkenyl; 

.R6-N(R9)-S02-N(R5>R8-aryl; 

-R«-N(R9)-S02-N(R5)-R8-heteroaryU 

-R6-N(R9)-S02-N(R5)-R8-heterocyclyl; 
20 -IU-N(R9)-S02-NH2; 

-R«-N(R9)-C(R7)-N(R5H^-R«-a]kyl; 

-Rfi-N(R9)-C(R7)-N(R5)-Q-R8-a]kenyl; 

-R<H^(R9)-C(R7)--N(R5)--Q-R8-aryl; 

-R4r-N(R9)- C(R7)— N(R5>-<)-R«-heteroaryi; 
25 -Rfi-N(R9>-C(R7)— NCR^H^Rg-heterocydyU 

-R«-N(R9)-C(R7)-N(R5)2; 

-VN(R9)-C(R7>N A; 

-R<rN(R9)-C(R7)-N(Rti)-Q-Rir-alkyI; 
-R^N(R9)-C(R7)-N(Rn>-Q-R8-alkenyl; 
30 -R€-N(R9>-C(R7)-N(Rn)-Q-R8-aryl; 

-R<!-NCR9)- C(R7)-N(Rii>-Q-R«-lieteroaiyl; 
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.R6-N(R9)- C(R7)— N(Ru)-Q-"R8-heterocyclyl; 

.R^N(R9h C(R7)-N(Ru)H; 

-alkenyl; 

-aryl; 

5 -R6-aiyl; 

-heteroaryl; 
-heterocyclyl; 
-Re- heteroaryl; and 
-R^heterocyclyl; 
10 Z is-N(R5>-, or -S-; 

Q is a bond, -CO-, or 

A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 
heteroaromatic ring that contains iQ) to three heteroatoins; 
. Ri^ is selected fiom: 
15 -alkyl; 

-aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkenyl; 

20 .R6-aryl; 

-Rtf- heteroaryl; and 
-Rfi-heterocyclyl; 
each R5 is independently hydrogen, Ci-io alkyl, or C2.10 alkenyl; 
Re is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
25 more -O- groi5)s; 

R7is=Oor=^; 

R« is a bond, alkylene, alkenylene, or alkynylene, which may be intemipted by one 
or more -0- gn>iQ)s; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
30 atom of R6 to fomi a ring of the formula 
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(CH2); 



r 

'3-8 



Rio is hydrogen or Ci.io alkyl; or R9 and Rio can join together to form a ring 
selected from 



-N-C(R7) — N-SO2 



5 Rn is Ci.io alkyl; or R9 and Ru can join together to form a ring having the 

structure 

-N-C(R,) 

(CH2)2./ . 

9 

R12 is C2-7 alkylene which is straight chain or branched, wherein the branching 
does not prevent formation of the ring; and 
10 Rx, Ry and Rz are independently selected from hydrogen and non-interfering 

substitutents; 

or a phannaceutically accq)table salt thereof; wherein the compound or salt of Formula la 
induces the biosynthesis of one or more cytokmes. 

15 Compounds of Formula lb 

In one embodiment, compounds of the invention are represented by Formula lb: 




20 Ob) 

X is -CH(R5>, -ai(Rs)-al]cylme-, -CHORsValkeny^ 
CH(R5)-alkylea©-Y-alkylen6.; 
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-W-Ri is selected from -O-Ri.1.5 and-S(0)o-2-Ri-6; 
Ruus is selected from 

-R6-CCR.7)-Z-R8— alkyl; 

-R€-CCR7)-Z>-R8— alkenyi; 

-R€-C(R7)-Z-R8-aryl; 

-R6-C(R7)-Z-R8— heteroaryl; 

-R6-C(R7)-Z-R8— hetraocyclyU 

-R<rC^7)-Z-H; 

-R(rN(R9) -CCRvV-Rg-alkyl; 

-R6-NGR9) -C(R7)-R8— alkenyl; 

-R6-N(El9>-C(R7)-R8-aryl; 

-R6-NCR9)-C(R7)-R«-I>eten)aryl; 

-Rfi-N(R9)-C(R7)-R8-heterocyclyl; , 

-R<rN(R9)-C(R7)-*io; 
-Re— NOR9)— SO2— R8-a]iyU 
-Re— N(R9)— SO2— Rg— alkenjd; 

-R6-NCEl9)-^;02-R«-^l; 

-RH^(R9)--S02-R8-ljeterDaryl; 

-Re-N(R9)-S02-RHieterocycIyl; 

-R6-N(R9)-S02-Rio; 

-R6-N(R9)-S02-N(R5)-R8-alkyl; 

-R6-N(R9)-S02-N(R5)-R8-alkenyl; 

-R6-N(R9)-S02-N(Rs)-R8-aryl; 

-R6-N(R9)-S02-N(Rs)-R«-heteroaryl; 

-Re-N(R9)-S02-N(R5>R8-heterocyclyl; 

-R«-N(R9)-S02-]SIH2; 

-R«-N(R9)-C(R7)-N(R5)-Q-R8-alkyl; 

-R6-N(R9)-C(R7)-N(R5)-Q-Rr-a]kenyl; 

-R6-N(R9)-C(R7)-N(R5)-Q-R8-aryl; 

-Re-N(R9)- C(R7)-N(R5)-Q-Rr-lieteroaryl; 

-R<rN(Ei9)- CCR?)— N(R5)-Q-R«-heterocyclyl; 

-Rff-N(R9)-C(R7)-N(R5)2; 
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.Rg-N(R5>C(R;>N A; 

-R(rN(R9)-C(R7)-N(Rn)-Q-Riralkyl; 
.R6-N(R9K;(R7)-N(RuHJ-R^alkenyU 
-Rfi-N(R9H:(R7)-N(Rn)-Q-R8-aiyl; 
-R6-N(R9)- C(R7)--N(Rn>-Q---Rr"heteioaryl; 
-R6-N(R9)- CCR?)— N(Rii)-Q— Rg-heterocyclyl; 
.R(rN(Ri,>- C(R7)-N(Rn)H; 
-alkeayl; 
-aryl; 
-R<naryl; 
-heteroaryl; 
-heterocyclyl; 
-R6- heteroaryl; and 
-Rfi-heterocyclyl; 
Ri^ is selected from: 
-alkyl; 
•aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-Rfi-aryl; 

-R^ heteroaryl; and 
-Re-heterocyclyl; 
R2 is selected from the groiip consisting of: 
-hydrogen; 
-alkyl; 
-alkrayl; 
-aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkylene-Y-alkyl; 
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-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
groiq) consisting of : 
5 -OH; 

-halogen; 
-N(R5)2; 

-C(0)-Ci.io alkyl; 
-C(0)-0-Ci.io alkyl; 
10 <N3; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
15 -C(0)-heteroaryl; 

Yis-0-.or-S(0)o.2-; 
Z i&-N(R5)- -0-, or -S-; 

Q is a bond, -C(OH or -SO2-; 

A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 
20 heteroaromatic ring that contains up to three heteroatoms; 

R3 and R4 are independently selected fix>m the group consisting of hydrogen, Ci-10 
alkyl, C2-10 alkenyl, Ca-io alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylanuno, halogen, and nitro; 

each R5 is independently hydrogen, Cuo alkyl, or C2-10 alkenyl; 
25 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

more -O- groups; 

R7is=Oor=S; 

Rg is a bond, alkylene, alkenylene, or alkynylene, which may be intemipted by one 
or more -O- groups; 

30 R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 

atom of R6 to form a ring of the formula 
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(CH2); 



r 

'3-8 



Rio is hydrogen or Cmo alkyl; or R9 and Rio can join together to form a ring 
selected &om 

-N-C{R7) — N-SO2 

5 Rii is Ci-10 alkyl; or R9 and Ri 1 can join together to form a ring having the 

structure . 

— N-C(R7) 

( y- 

^^"2)2.7 -and 
R12 is C2.7 alkylene which is straight chain or branched, wherein the branching 
does not prevent formation of the ring; 
10 or a phannaceutically acceptable salt thereof. 

Compounds of Formula I-l 

One embodiment includes a class of compounds represmted by Formula (I-l): 




15 



(I-l) 

20 Therein: 

X is -CHCRs)-, -CH(R5)-alkylene-, -CH(R5)-alkeD.ylene-, or 
CH(R5>alkylene-Y-alkylene-; 

Ri.i is selected Smm. the group consisting of. 
-R<rC(R7>-Z-R«-aIkyl; 
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-R6-C(R7)-Zr-R8-a]kenyl; 
-R«-C(R7)-Z-R8-aryl; 
-R6-C(R7)-Z-R8— heteroaryl; 
-Rff-C(R7)-Z-R8— heterocycljd; 
-R«-C(R7)-Z-H; 
-R^NCRs) -C(R7)4l8-aIk3^; 
-Rfl-NCE^) -C(R7>-il8— alkenyl; 

-Rfi-N(R9)-C(R7Hl8-flr^; 

-R<s-N(R9)-CCR7>-»r-lieteroaryl; 

-Rfi-N(R9)-€(R7)-R8-heterocyclyl; and 

-R<rN(R9)-C(R7>*io; 
Z is-N(RsK -0-. or-S-; 
R3 is selected fix>m the gtptQ) consisting of: 

-hydrogen; 

-alkyl; 

-aDcenyl; 

-aryl; 

-hetetoaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aiyl; and 

- alkyl or alkenyl substituted by one or more substituents selected 60m the 
gcoi^ consisting of: 
-OH; 
-halogen; 
-N(R5)2; 

-C(0)-Ci.io alkyl; 
-C(0)-0-Ci.io alkyl; 
-N3; 
-aryl; 

-heteroaiyl; 
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-heterocyclyl; 
-C(0>aryl; and 
-C(0)-heteroaryl; 



Yis-0-or-S(0)o-2-; 

R3 and R4 are independently selected fix)m the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, Cmo alkynyi, Ci.io alkoxy, Ci-10 alkyltiuo, amino, alkylamino, 
diallqrlamino, halogen, and nitro; 

each R5 is independently hydrogen, Ci-io alkyl, or C2-10 alkenyl; 

Rfi is alkylene, alkenylene, or alkynylene, which maybe interrupted by one or 
more -O- groups; 

R7is=Oor=S; 

Rg is a bond, alkjdene, alkenylene, or alkynylene, which may be intemq)ted by one 
or more -O- groiips; 

R9 is hydrogai, Cmo alkyl, or aiylalkyl; or R9 can join together with any caibon 
atom of R6 to form a ring of the formula 



Rio is hydrogen or Cmo alkyl; or R9 and Rio can join together to form a ring 
selected fi:om 




-N-C(R7) 




;and 

R12 is C2.7 alkylene which is straight chain or branched, wherein the branching 
does not prevent formation of the ring; 

or a pharmaceudcally acceptable salt thereof. ^ 
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Compounds of Foimula 1-2 

Another embodimwt includes a class of compounds r^esented by Foimula (1-2): 



X is -CHCRsK -CH(R5>alkylenfr-, -CH(R5)-alken3dene-, or 
CH0El5)-alkyien&-Y-alkylene-; 

Ri.2 is selected fixim the group consisting of: 

-Ra— NCRs)— SO2— Rs— alkyl; 

-R«— NCE^)— SO2— Rg— allranjd; 

-R6-N0El9)-SOr-R«-aryl; 
-Re-N(R9)-SQr-R8-heteroaryl; 
-Rfi-N(El9>-SOr-R«-heterocyclyl; 
-R«-N(R9)-S02-Rio; 
-R6-N(R9)-S02-N(R5)-R8-alkyl; 
-R6-N(R9)-S02-N(Rs)-R8-alkenyl; 
-R6-N(R9)-S02-N(R5)-R8-aryl; 
-R6-N(R9)-S02-N(R5)-Rs-het«x>aryl; 
-R6-N(R9)-S02-N(R5)-R«-heterocyclyl; and 
-R<j-N(R9)-S02-NH2; 
R2 is selected fiom the group consisting of: 
-hydrogen; 
-aUcyl; 
-aUcenyl; 
-aryl; 

.-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 




a-2) 



\i^erdn: 
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-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected firom the 
group consisting of: 



-OH; 

-halogen; 

-N(R5)2; 

-C(0)-Ci.io alkyl; 
-C(0>0-Cmo alkyl; 
-N3; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 



Yis-Oor-S(0)o-2S 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2.10 alkenyl, C2.10 alkynyl, Ci-io alkoxy, Ci.io alkylthio, amino, alkylamiuo, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkeayl; 

Rfi is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

Rg is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 
or more groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
atom of to form a ring of the formula 



Rio is hydrogen or Cmo aU^yU or R9 and Rio can join together to form a ring having 
the structure 
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-— N-SO2 




; and 



R12 is C2.7 alkylene which is straight chain or branched, wherein the branching 
does not prevent formation of the ring; 
or a phannaceutically acceptable salt thereof 

Compounds of Formula 1-3 

Anotiier embodiment includes a class of compounds represented by Formula (1-3): 



X is -CHCRs)-, -CH(R5)-alkylene-, -CH(R5>alkenylene-, or 



-R«-N(R9>-C(R7)-NCR5K)-R8-alkyl; 
-R6-N(R9)- C(R7)-N(R5)-Q-R8-alkenyi; 
-R<r-N(R9)- C(R7)-N(R5)-Q-Rs-aryl; 
-Rfi-N(R9)- CCR7)-N(R5)-Q-R8-hetCToaryl; 
-Rs-N(Rs)>- C(R7)-N(R5)-Q-R«-heterocyclyl; 
-R6-N(R«)-C(R7)-N(Rs)2; 

r\ 

. -Rg-N(R5)-C(R7)-N A; 

-R<rN(R9>- C(R7)-N(RnH2-R8-a]k^ 
-R<rN(R9)- C(R7)-NCRii)-Q-R«-^enyl; 
-R<rN(R9)- C(R7)-N(Ru)-Q-R8-aryl; 
-Rfi-NCRg)- C(R7)-N(Ru)-Q-R«-^eteroaryl; 




wherem: 



CH(R5)-a]kylene-Y-alkylene-; 

R1.3 is selected firom the group consisting of: 
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-RH>J(R9)- CCRv)— N(Rn>-Q-RHieterocyclyl; and 
-R6-N(R^)- C(R7)-N(Rn)H; 
R2 is selected from the groiip consistmg of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aiyl; 

-heteroaryl; 
-heteiocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- allsyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 
-N(R5)2; 

-C(0)-Ci-io alkyl; 
-C(0)-0-Ci-ioaIkyl; 
. -N3; 
-aryl; 

-heteroaryl; 

-heterocyclyl; 

-C(0)-aryl; and 

-C(0)-heteroaryl; 
Yi&-0-or-S(0)o.2S 
Q is abond, --C(0>-, or-SO^ 

A represents the atoms necessazy to provide a 5- or 6- membered heterocyclic or 
heteroaromatic ring that contains up to three heteroatoms; 

R3 and R4 are independently selected from the groiq> consisting of hydrogen, Cmo 
alkyU C2.10 alkenyl, C2-10 alkynyl, C^o alkoxy, Cmo alkyltbio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 
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each Rs is independently hydrogen, Ci-io alkyl, or C2.10 alkenyl; 

is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

eachR? is=0 or=S; 

Rg is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 
or more -O- g3x>ups; 

R9 is hydrogen, Cmo dSkyl, or arylalkyl; or R9 can join together with aay carbon 
atom of R6 to form a ring of the foimula 



Rii is Cmo alkyl; or R9 and Rn can join together to form a ring having the 
structure 




; and 



.N-C(R,) 



or a phannacoitically acceptable salt thereof. 




'4 



wherdn: 



X is -CH(R5K -CH(R5>alkylene-, -CH(R5>alkenylene-, or 
CH(R5)-alkylene-Y-alkylenes 

Rm is selected from the group consisting of: 

-alkenyl; 

-aryl; and 
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-R^aryl; 

R2 is selected from the groi^ consistuig of: 
-hydrogen; 
-alkyl; 

5 -alkenyl; 

-aryl; 

-hetexoaryl; 
-heterocyclyl; 
-alkyleae-Y-alkyl; 
10 -alkylene-Y- alkenyl; 

-allqrlme-Y-aryl; and 

- alkyl or aUcen^ substituted by one or more substituents selected J&om the 
group consisting of: 
-OH; 

15 -halogen; 

-N(R5)2; 

-C(0)-Cmo alkyl; 
-C(0)-0-Cmo alkyl; 
-N3; 

20 -aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
25 Yis-0-or-S(0)o.2S 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C2.10 alkynyl, Ci-io alkoxy, Ci-10 alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R3 is independently hydrogen, Ci-10 alkyl, or C2-10 alkenyl; and 
30 R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

more -O- groups; 

or a phannaceutically acceptable salt thereof 
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Compounds of Formula 1-5 

Another embodiment includes a class of compounds represented by Formula (I-S): 




wherein: 

X is -CH(R5)-, -CH^s)-alkyleneT, -CH(R5)-alkenylQi&-, or 
CH(R5)-alkylene-Y-alkylene-; 

R1.5 is selected from the group consisting of: 

-heteroaryl; 

-heterocyclyi; 

het^aryl; and 

-Re-heterocyclyl; 
R2 is selected from the group consisting of: 

•hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyi; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected fiom the 
group consisting of: 
-OH; 
-halogen; 
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-N(R5)2; 

-C(0)-Cmo alkyl; 

-C(0)-0-Ci.ioalkyl; 

-N3; 

5 -aiyl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
10 Y is -O- or -8(0)0.2-; 

R3 and K4 are independently selected firom the group consisting of hydrogen, Ci.io 
alkyU C2.10 alkenyl, C2.10 alkynyl, Ci.io alkoxy, Q.io alkylthio, amino, alkylamino, 
dialkylamino, halog^ and nitco; 

each Rs is independently hydrogen, Cmo alkyl, or C2.10 alkenyl; and 
IS is alkylene^ alkenylene, or alls^ylene, which may be interrupted by one or 

more -O- groups; 

or a pharmaceutically acceptable salt thereof. 

Compounds of Formula 1-6 
20 Another embodiment includes thioether compounds represented by Formula (1-6): 




a-6) 

25 wherein: 

X is -CHCRs)-, -CH(R5>aIkylene-, -CH(R5)-a]kenylene-, or 
CH(R5)-alkylene-Y-alkylene-; 

R1.6 is selected fiom the group consisting of: 
-alkyl; 

30 -aryl; 

20 
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-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-R^-aryl; 
-Rfi- heteroaryl; 
-R^heterocyclyt 
R2 is selected from the groiq) consisting of: 
-hydrogen; 
-allcjrl; 
-alkenyl; 
-aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkylene-Y-alkyl; 

- alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 

-OH; 
-halogen; 
' -N(R5)2; 

-C(0)-Cmo alkyl; 
-C(0)-0-Ci.io alkyl; 
-N3; 
^ -aryl; 
-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-a-or-5(0)o.r; 
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R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C2.10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each Rs is independently hydrogen, Cmo alkyl, or C2.10 alkmyl; and 
5 is alkylene, aDcenylene/or alkynylene, which may be intenrupted by one or 

more -O— atoms; 

or a pharmaceutically acceptable salt thereof. 

Intermediate Compounds 
10 Another aspect of the invention includes intermediate compomids of Formulas n, 

IV, V, LVm, LDC-l, LIX-2, LIX-3, LIX-4, LIX-5, LXXVni, LXXIX, LXXX-4, and 
LXXX-5. 

In one mibodiment, a class of intemiediate compounds is represented by Formula 

H: 

15 




(ID 

wherein 

X is -CHCR^K -CH(R5)-alkylene-, -CHCiR5)-alkenylene-, or 
20 CH(R5)-aIkylene-Y-alkylene-; 

R2 is selected from the group consistiiig of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
25 -aryl; 
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-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene- Y- alkenyl; 
-alkylene-Y-aryl; and 

*alkyl or alkeayl substituted by one or more substituents selected fiom the 
groiQ) consisting of: 



-OH; 

-halogen; 

-N(R5)2; 

-C(0>Ci.io aikyi; 

-C(0)-0-CMoalkyl; 

-N3; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteioaryl; 



Yis--0-or~S(0)o.2S 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Ci-10 alkoxy, Ci.io alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Ci-10 alkyl, or C2-10 alkenyl; 

is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -0— atoms; and 

R9 is hydrogen, Ci-io alkyl, or arylalkyl; or R9 can join together with any carbon 
atom of R6 to fomi a ring of the formula 




or a phamiaceutically acceptable salt thereof. 
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In another embodiment, a class of intemiediate compounds is represented by 
Formula IV: 



X is -CHCRsK -CH(R5)-alkylene-, -CH(R5)-alkeaylen©., or 
CH(R5)-aIkyleae-Y-anQrlene-; 

Ri^ is selected fix>m the groiqp consisting of: 

-alkyi; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-R6-axyl; 
-Rfi- heteroaryl; 
-R^heterocyclyl; 
R2 is selected from the group consisting of: 
•hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 




S(0)o.2 



R1-6 



(IV) 



wherein: 
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-alkylene-Y-aJkyl; 
- alkyene-Y- alkenyl; 
-alkylene-Y-aryl; and 

* alkyl or alkenyl substituted by one or more substituents selected fiom the 



5 



group consisting of: 



10 



-OH; 

-balojgei^ 

-N(R5)2; 

-C(0)-Cmo alkyl; 
-C(0)-0-Ci-io alkyl; 
-N3; 



15 



-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 



Yis-0-or^(0)o-2S 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2.10 alkenyl, C2-10 alkynyl, d-io alkoxy, d-io alkylthio, amino, alkylamino, 
20 dialkylamino, halogen, and nitro; 

each Rs is independently hydrogen, Cuio alkyl, or C2-10 alkenyl; and 

is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O— atoms; 

or a pharmaceutically accq[>table salt thereof. 
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In another embodiment, a class of intermediate compoimds is represented by 
FomaulaV: 




(V) 

wherein: 

X is -CH(R5K -CH(R5)-alkylene-, -CH(R^)-alkenylene-, or 
CH(R5)-alkylene-Y-alkylenes 

Ri^ is selected from the group consisting ot 

-alkyl; 

-aryl; 

-heteroaryl; 
-hetarocyclyl; 
*-alkenyl; 
-Rfi-aryl; 
-Re-heteroaryl; 
-R6-heterocyclyl; 
R2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkylene-Y-alkyl; 
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- alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 

-OH; 

-halogen; 

•N(R5)2; 

-C(0>Cho alkyl; 
-C(0)-0-Ci.io alkyl; 
-N3; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0>aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o.2S 

R3 and R4 are independently selected 60m fhe group consisting of hydrogen, Ci-10 
alkyl, C2.10 alkenyl, C2.10 allqaiyl, Cmo alkoxy, d.io alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Ci-10 alkyl, or C2.10 alkenyl; and 
Re is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more-O— atoms; 

or a phannaceutically acceptable salt thereof. 
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In another embodiment, a class of intennediate compounds is represented by 
FonnuIaLVm: 



X is -CH(R5>, -CH(R5)-alkylene-, -CH(R5)-aIkenylene-, or 
CH(R6)-aIkylene-Y-alkylene-; 

R2 is selected fiom the groiq) consisting of: 

-hydrogen; 

-alkyl; 

-alkenyl; 

-aryl;. 

-heteroaryi; 

-heterocyclyl; 

-alkylene-Y-alkyl; 

-alkylene-Y- alkenyl; 

-alkylene-Y-aryl; and 

-alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 



-OH; 
-halogen; 

-C(OKmo alkyl; 
-C(0)-0-Ci.io alkyl; 




/ 



R9. 

(Lvm) 



wherein 
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-N3; 



5 



-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteioaryl; 



Yis-0-or-S(0)(K2-; 

R3 and R4 are independently selected &om the groiq) consisting of hydrogen, Ci.io 
alkyl, C2.10 alkenyU C2-10 alkynyU Cmq alkoxy, Ci^io alkylthio, amino, alkylamino, 
10 dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or Cz-io alkenyl; 
R6 is alkylene, alkenylene, or alkynylene, which may be int6mq)ted by one or 
more -0~ atoixis; and 

R9 is hydrogen, Ci-io alkyl, or arylalkyl; or R9 can join together with any carbon 
IS atom of Re to form a ring of the formula 



or a phaimaceutically acceptable salt thereof. 

In another embodiment, a class of int^mediate compounds is represented by 
Formulas LK-l, IJX-2, and LIX-3: 

20 




(CH2)3^ 




(LK-l 
LIX-2 
LIX-3) 



25 



wherein: 



Ri-1,2,3 isRui in LK-l, R1.2 inLK-2, andR^ inLK-3; 
X is -CE(Rsy, -CH(R5>alkylene-, -CH^)-alkenylene-, or 
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CH(R5)-alkylene-Y-alkylene-; 

Ri.i is selected fix)m the group consisting of: 
-Re-C(R7)-Z-R8— alkyl; ^ 
-R«-C(R7)-Z-R8-aIkenyl; 
-R6-C(R7)-Z-R8-aryt 
-R<rC(R7)-Z-R8— hetetoaiyl; 
. -R«-C(R7)-Z-R«— hetaocyclyl; 
-R«-C(R7)-Z-.H; 
-R^NCRs) -C(R7)-R«-alkyl; 
-Rff-NCRs) -C(R7)-R8-aIken5i; 

-Rff-N(R9>-C(R7)-R8-aiyl; 

-R6-N(R9)-C(R7)-RHieteroaryl; 

-RHN(R9>-C(R7)-RHieterocyclyl; and 

-R6-N(R9)-C(R7)-Rio; 
Ri.2 is selected from tiie groi^ consisting of: 

-R6-N(R9)-S02-R8-alkyl; 

-R6-N(R8)— 802— Rg-alkenyl; 

-R€-N(R9)-SOr-R8-aiyl; 

-R6-N(R9)-S02-R8-lieteroaryl; 

-R6-N(R9)-SOr-R«-heterocyclyl; 

-R6-N(R9)-S02-Rio; 

-R<;-N(R9)-S02-N(R5)-R8-alkyl; 

-R6-N(R9)-S02-N(R5>R«-a]kenyl; 

-R<i-N(R9)-S02-N(R5)-R8-aryl; 

-R<i-N(R9)-S02-N(R5)-R«-heteroaiyl; . 

-R6-N(R9)-S02-N(R5)-R8-Iieterocyclyl; and 

-R6-N(R9)-S02-NH2; 
R1.3 is selected from the groiqi consisting of: 

-Re-N(R9KKR7)-N(R5>-<^Riralkyl; 

-R(rN(R9)-C(R7)-N(R3)-Q-R)nalkenyl; 

-R<rN(R9KJ(R7)-N(R5>-Q-R8-«ryi; 

-R<rN(R9)- C(R7)-N(R5>-Q-RHieteioaiyl; 
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-R6-N(R9)- C(R7)-N(R5)-Q-R8-iieterocyclyl; 
-R6-N(R9)-C(R7)-N(R5)2: 

.Re-N(R5)-C(R7)-N A; 

-Rfi^(R9)-C(R7)-N(Ru>-Q-R8-aIk3d; 
-R6-N(El9>-C(R7)— N(Rii)-Q— Rj-^enyl; 

-R<y-N(R9)-C(R7)-N(Ru)-Q-Riraryl; 
-Rfi-NCRs)- C(R7)— N(Rii)-Q— Ra-hetaroaryl; 
-IV-N(R9>-C(R7)— N(Rn)--Q-RHieterocyclyl; and 
-R«-N(R,)- C(R7)-N(Ru)H; 
R2 is selected fiom fhe group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- aBcenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substitoents selected fiom &e 
group consisting of: 
-OH; 
-halogen; 
-N(R^)2; 

-C(0)-CMoa]k^; 
-C(0)-0-Ci.io alkyl; 
-N3: 
-aryU 

-hetetoaiyU 
-heterocycljd; 
-C(0)-aryl; and 
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-C(0)-heteroaryl; 



5 



Yis-Oor-S(0)o.2S 
Z is-N(R5H -O-, or -S-; 
Q is a bond, -CO-, or -SOr-; 

A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 



heteroaromatic ring that contains up to three heteroatoms; 

R3 and R4 are independently selected from the group consistii]^ of hydrogen, Cmo 
alkyl, C2.10 alkenyl, C2.10 alkynyl, Cmo aDcoxy, Cub aDcylthio, amino, alkylammo, 
diallg^lamino, halogen, and nitro; 



R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O" groups; 

R7is=Oor=S; 

Ra is a bond, alkylene, alkenylene, or alkyuyleile, which may be interrupted by one 
15 or more -O- groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
atom of R6 to form a ring of the fonnula 



10 



each R5 is independently hydrogen, Ci-ioalkyl, or C2.10 alkenyl; 




Rio is hydrogen or Cmo alkyl; or R9 and Rio can join together to form a ring 



20 selected from 




Ru is Cmo alkyl; or R9 and Ru can join together to form a ring having the 



structure 




— N-C(R,) 
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In another embodiment, a class of intermediate compoimds is represented by 
Formulas LIX-4, and LIX-5: 



Ri^, 5 is Ri^ in LIX-4, and R1.5 in LIX-5; 
X is -CH(R5)-. -CH(R5)-alkylene-, -CH(R5)-alkenylene-. or 
CH(R5)-alkylene-Y-alkylenes 

Rm is selected jQrom the group consisting of: 

-alkenyl; 

•aryl; and 

-Re-aryl; 

R1.5 is selected from the group consisting of: 

-heteroaryl; 

-heterocyclyl; 

-Rfi- heteroaryl; and 

-R^hetcarocyclyl; 
R2 is selected from the group consisting of: 



-hydrogra; 
-all^l; 
-alkenyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 




wherein: 
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- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of. 



-OH; 

-halogen; 

-N(R5)2; 

-C(0>Ci-io aUcyl; 
-C(0)-0-Ci.io alkyl; 
-N3; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0>aryl; and 
-C(0>heteroaryl; 



Yi&-0-or-^!(0)o.2-; 

R3 and R4 are independently selected from the group consisting of hydrogen, Ci 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylanuno, halogen, and nitro; 

each R5 is independently hydrogen, Ci-10 alkyl, or C2.10 alkenyl; and 

is alkylene, alkenylene, or alkynylene, which may be intOTupted by one or 
more -O- groups; 

or apharmaceutically acceptable salt thereof 

In another embodiment, a class of intermediate compounds is represented by 
FonnulalJOCVID:: 





BOC 



(Lxxvni) 



wherein 
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X is -CH(R5>, -CH(R5>alkylene-, -CH(R5)-alkenylme-, or 



CH(R5)-aIkylene-Y-allcylene-; 

Yis-0-or-S(0)o-2S 
BOC is tert-butoxycarbonyl; 

each R5 is independently hydrogen, Ci-10 alkyl, or C2-10 alkenyl; 



R3 and R4 are indqpendently selected from the gcovtp consistmg of hydrogen, Cuio 
alkyl, C2.10 alken^d, C2.10 alkynyl, Cmo alkoxy, Ct.io alkylthio, amino, alk^amino, 
dialkylamino, halogen, and nitro; 

Ra is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
10 more -O— atoms; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
atom of Ra to form a ring of the formula 



T is selected from nitro and amino; 
IS or a phaimaceutically acceptable salt thereof. 

In another embodiment, a class of intermediate compounds is represented by 
Formula LXXK: 



25 alkyl, C2-10 aUcenyl, C2.10 aUcynyl, Ci-io alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 





(LXXK) 



20 wherein 



X is -CH(R5K -CH(R5)-alkylene-, -CH^)-alkenylene-, or 



CH(R5)-alkylene-Y-alkylene-; 
Yis-0-or-5(0)o.2S 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
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each Rs is independently hydrogen, Ci-io alkyl, or C2-10 alkenyl; and 

T is selected from mtro and amino; 
or a phamiaceutically acceptable salt thereof. 

hi another embodiment, a class of intermediate compomids is r^resmtedby 
Formulas LXXX-4 and LXXX-5: 




(LXXX-4 
LXXX-5) 

10 wherein 

Rm. s is Ri-4 in LXXX-4, and R1-5 in LXXX-5; 
X is -CHCRsH -CH(R5>-alkylene-, -CH(R5>alkenylene-, or 
CH(R5)-alkylene-Y-alkylene-; 
Yis-0-or-S(0)o-2-; 
1 5 R1.5 is selected firom the group consisting of: 

-heteroar^; 
-heterocyclyl; 
-Re-heteroaryl; and 
-Rfi-heterocyclyl; 
20 Rm is selected from the groi^ consisting o£ 

-alkenyl; 
-aryl; and 
-R^-aryl; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
25 alkyl, C2-10 alkenyl, Ca-io alkynyl, Ci-xo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is mdependently hydiogen, Ci-io alkyl, or C2-10 alkenyl; 



36 



wo 03/103584 



PCT/US03/17659 



Re is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; and 

T is selected from nitro and anoino; 
or a phannaceutically acceptable salt thereof. 

5 

Preparation of the Compounds 

Some embodiments of the invention including compounds Formula 1-6 and 
intermediate compounds can be prepared according to Reaction Scheme I where Ri-6, Ra, 
R39 ^ aiid X are as defined above and Ph is phenyl. 

10 la step (1) of Reaction Scheme I, a 2,4-dihydroxy-3-nitropyridine of Formula X is 

chlorinated using conventional chlorinating agents to provide a 2,4-dichloio-3* 
nitropyridine of Formula XI. Preferably, a canq)ound of Formula X is combined with 
phosphorous oxychloride and heatei Many 2,4-dihydroxy-3-mtropyridines are known 
and others can be readily prepared using known synthetic methods, see for example, 

15 Undstrom et aL, U.S. Patent No. 5,446,153 and the references cited therein. 

In step (2) of Reaction Scheme I, a 2,4-dichloro-3-nitropyridine of Formula XI is 
reacted with an amine of formula HO-X-NH2 to larovide a 2-chloro-3-nitropyridine of 
Formula Xn. The reaction can be carried out by adding tiieaniine to a solution of a 
compound of Formula XI in a suitable solvent such as NJNf-dimethylformamide in the 

20 presence of triethylamine. Many amines of the formula HO-X-NH2 are commercially 
available; others can be readily prepared using known synthetic methods. 

In step (3) of Reaction Scheme I, a 2-chloro-3-nitropyridine of Formula Xn is 
reacted with sodium phenoxide to provide a 3-nitro-2-«phenoxypyridine of Formula XHL 
Phenol is reacted with sodium hydride in a suitable solvent such as tetrahydrofuran to 

25 form the phenoxide. The phenoxide is then reacted at an elevated temperature with a 
compound of Formula XII. 

In step (4) of Reaction Scheme I, a 3-nitro-2'-phenoxypyridine of Formula XHI is 
chlorinated using conventional chlorinating agents to provide a 3-nitro-2-phenoxypyridine 
of Formula XIV. Preferably, the reaction is carried out by combining a compound of 

30 Formula XIII with thionyl chloride in a suitable solvent such as dichloromethane and 
heating. 
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In step (5) of Reaction Scheme I, a 3-nitro-2-phenoxypyridine of Fonnula XIV is 
reduced to provide a 2-phenoxypyridine"3,4-diamine of Fonnula XV. Preferably, Ihe 
reduction is carried out using a conventional heterogeneous catalyst such as platinum on 
carbon. The reaction can be convenientiy carried out on a Parr apparatus in a suitable 
5 solvent such as toluene or acetonitrile. 

Alternatively in step (5), NiaB can be generated in situ &om sodium borohydride 
and NiCla in the presence of methanol A compound of Fomiula XTV can be added to the 
resulting reducing agent solution to effect reduction of the nitro groiq). When a compound 
of Formula XIV contains an alkenyl, alkynyl, aUcenylene or alkynylene moiety, the NijB 

1 0 reducing agent can be used without reducing these moieties. The product can be isolated 
fiom the reaction mixture using conventional methods. 

In step (6) of Reaction Scheme I, a 2-phenoxypyridine-3,4-diamine of Formula XV 
is reacted witii a caiboxylic acid or an equivalent thereof to provide a 4-phenoxy-lfl'- 
imidazo[4,5-c]pyridine of Fonnula XVI. Suitable equivalents to a caiboxylic add mclude 

IS orthoesters, and 1,1-dialkoxyalkyl alkanoates. The carboxylic acid or equivalent is 
selected such that it will provide the desired R2 substituent in a compound of Foimula 
XVI. For example, triethyl orfhoformate will provide a compound where R2 is hydrogen 
and trimethyl orthovalerate will provide a compoimd where R2 is butyl. The reaction can 
be run in the absence of solvent or in an inert solvent such as toluene. The reaction is run 

20 with sufficient heating to drive off any alcohol or water formed as a byproduct of the 
reaction. Optionally, a catalyst such as pyridine hydrochloride can be included. 

Alternatively, step (6) can be carried out by (i) reacting the diamine of Formula 
XV witii an acyl halide of Formula R2C(0)C1 or R2C(0)Br and tiien (ii) cycU2mg. In part 
(i), the acyl halide is added to a solution of the diamine in a smtable solvent such as 

25 pyridine. The reaction can be earned out at ambient tempemture. In part (ii), the product 
of part (i) is heated in pyridine in the presence of pyridine hydrochloride. 

In step (7) of Reaction Scheme I, a 4-phenoxy-li]r-imidazo[4,5-c]pyridine of 
Formula XVI is reacted witii a compound of Fonnula Ri-6SNa to provide a 2-phenoxy-lif- 
imidazo[4,5-c]pyridme of Formula III. Preferably, a thiol of the Formula R^SH is reacted 

30 with sodium hydride in a suitable solvent such as N,N-dimethylformamide to generate the 
anion, which is then reacted with a compound of Formula XVI. 

38 



wo 03/103584 



PCTAJS03/17659 



In step (8) of Reaction Scheme I, a4-phenoxy-lH-iniidazo[4,5-c]pyridine of 
Formula HI is aminated to provide a lif-iniidazo[4,5-c]pyridin-4-amine of Fonnula XVII 
which is a subgenus of Formula 1-6. The reaction can be carried out by combinmg a 
compound of Formula IE with ammonium acetate and heating (140 - leO^'C). Optionally, 
5 the reaction can be carried out in a pressure vessel. The product or a pharmaceutically 
acceptable salt thereof can be isolated using conventional methods. 

In step (9) of Reaction Scheme I, a l/f-imidazo[4,5-c]pyridin-4-aniine of Formula 
XVn is oxidized to provide a lfr-imidazo[4,5-c]pyridin-4-amine of Fonnula XVm which 
is a subgenus of Formula 1-6. Preferably, a solution of a compound of Fonnula XVn in a 

10 suitable^solvent such as chloroform or dichloromethane is treated with 3*- 

chloroperoxybenzoic acid. The degree of oxidation is controlled by adjusting the amount 
of 3-chloroperoxybenxzoic acid used in the reaction; i.e., using ^proximately one 
equivalent will provide the sulfoxide whereas using two equivalents will provide the 
sulfone. The product or a pharmaceutically acceptable salt thereof can be isolated using 

IS convexttional methods. 

Alternatively, steps (8) and (9) of Reaction Scheme I can be reversed as shown in 
steps (10) and (1 1). In step (10) of Reaction Scheme I, a 4-phenoxy-li?-imidazo[4,5- 
c]pyridine of Formula IH is OTcidized as in step (9) to provide a 4-phenoxy-l/?- 
imidazo[4,5-c]pyridin-4-amine of Formula XLin. Preferably, the oxidation reaction is 

20 carried out at a reduced temperature, for example, about 0 ^C. The product or a 

pharmaceutically acceptable salt thereof can be isolated using conventional methods. 

In step (11) of Reaction Scheme I, a4-phenoxy-lZf-irnidazo[4,5-c]pyridin-4-aiuine 
of Fonnula XLin is aminated as in step (8) to provide a lif-iinidazo[4,5-c]pyridin-4- 
amine of Formula XVin which is a subgenus of Formula 1-6. The product or a 

25 pharmaceutically acceptable salt thereof can be isolated using conventional methods. 
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Reaction Scheme I 




5 Some embodiments of the invention including compounds of Fomiila I-l, 1-2, 1-3, 

and intemiediate compounds can be prepared according to Reaction Scheme n ^ere R^, 
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2, 3 (Ri-b Ri-2, and R1.3), R2, R3, R4, R^, R9 and X are as defined above and BOC is tert- 
butoxycarbonyl. 

In step (1) of Reaction Scheme n, the amino group of an aminoalcohol of Formula 

XIX is protected with a tert-butoxycarbonyl group to provide a compound of Formula XX. 
A solution of the aminoalcohol in tetrahydrofuran is treated with di-teft-butyl dicarbonate 
in the presence of a base such as sodium hydroxide. Many aminoalcohols of Formula XK 
are commercially available; others can be prepared using known synthetic methods. 

In step (2) of Reaction Scheme U, a protected amino alcohol of Formula XX is 
converted to a methanesulfonate of Formula XXI. A solution of a compound of Formula 

XX in a suitable solvent such as dichloromethane is treated with methanesulibnyl chloride 
in the presence of a base such as triethylamine. The reaction can be carried out at a 
reduced temperatuxe (O'^C). 

In step (3a) of Reaction Scheme H, a methanesulfonate of Formula XXI is 
converted to an azide of Formula XXIL Sodium azide is added to a solution of a 
compound of Formula XXI in a suitable solvent such as N^N-dimettiylformamide. The 
reaction can be carried out at an elevated temperature (80 - lOO^C). 

In step (3b) of Reaction Scheme II, a compound of Formula XXH is alkylated with 
a halide of Formula Hal-R9 to provide a compound of Formula XXin. In compounds 
where R9 is hydrogen, this step is omitted. The compound of Formula XXH is reacted 
with sodium hydride in a suitable solvent such as N,N-dimethylfonnamide to form the 
anion and then combined with the halide. The reaction can be carried out at ambient 
temperature. 

In step (4) of Reaction Scheme II, an azide of Formula XXE is reduced to provide 
an amine of Formula XXIV. Preferably, the reduction is carried out using a conventional 
heterogeneous hydrogenation catalyst such as palladium on carbon. The reaction can 
conveniently be carried out on a Parr apparatus in a suitable solvent such as toluene. 

In step (5) of Reaction Scheme II, a 2,4-dichloro-3-nitropyridine of Formula XI 
(see Reaction Scheme I) is reacted with an amine of Formula XXIV to provide a 2-chloro- 
3-nitropyridine of Formula XXV. The reaction can be carried out by adding an amine of 
Formula XXIV to a solution of a compound of Formula XI in a suitable solvent such as 
NJ^-dimethylformamide in the presence of a base such as triethylamine. 



41 



wo 03/103584 



PCTAJS03/17659 



In step (6) of Reaction Scheme a Z-chloro-S-nitropyridine of Foimula XXV is 
reacted with sodivm phenoxide to provide a 3-nitro-2-phenoxypyridme of Foimula XXVI. 
Phenol is reacted with sodium hydride in a suitable solvent such as tetrahydrofuran to 
form the phenoxide. The phenoxide is then reacted at an elevated temperature with a 
compound of Forarala XXV. 

In step (7) of Reaction Scheme II, a 3-nitro-2-phenoxypyridine of Fomiula XXVI 
is reduced to provide a 2-phenoxypyridine-3,4-diamine of Fonnula XXVIL Preferably, 
the reduction is carried out using a conventional heterogeneous catalyst such as platinum 
on carbon. The reaction can be convenimtly carried out on a Parr apparatus in a suitable 
solvent such as, for example, toluene, 2-propanol, ethanol, and mixtures thereof. 

Alternatively in step (7), NiaB can be generated in situ ftom sodium borohydride 
and NiCl2 in the presence of methanol. A compound of Formula XXVI can be added to 
flie resulting reducing agent solution to eflfect reduction of the nitro group. When a 
compound of Formula XXVI contams an alkenyl, alkynyl, alkenylene or alkynylene 
moiety, the NiaB reducing agent can be used without reducing these moieties. The 
product can be isolated from the reaction mixture using conventional methods. 

In step (8) of Reaction Scheme E, a 2-phenoxypyridine-3, 4-diamine of Fonnula 
XXVn is reacted with a carboxylic acid or an equivalent thereof to provide a 4-phenoxy- 
lff-imidazo[4,5-c]pyridine of Fonnula XXVIE. Suitable equivalents to a carboxylic acid 
include orthoesters, and 1,1-dialkoxyalkyl alkanoates. The caiboxylic acid or equivalent 
is selected such that it will provide the desired R2 substituent in a compound of Fonnula 
XXVIH. For example, triethyl orthoformate will provide a compound where R2 is 
hydrogen and trimethyl orthovalerate will provide a compound where R2 is butyl. The 
reaction can be run in the absence of solvait or in an inert solvent such as toluene. The 
reaction is run with sufficient heating to drive off any alcohol or water fonned as a 
byproduct of the reactioiL Optionally, a catalyst such as pyridine hydrochloride can be 
included. 

Alternatively, step (8) can be carried out by (i) reacting the diannne of Formula 
XXVn witii an acyl halide of Fonnula R2C(0)a or R2C(0)Br and then (ii) cyclizing. In 
part (i), the acyl halide is added to a solution of the diamine in a suitable solvent such as 
pyridine. The reaction can be carried out at ambient temperature. In part (ii), the product 
of part (i) is heated in pyridine in the presence of pyridine hydrochloride. 
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In step (9) of Reaction Scheme II, a 4-phenoxy-lif-imidazo[4,5-c]pyridine of 
Fomula XXVTH is aminated to provide a (4-amino-l^^ixmdazo[4,5- 
c]pyridinyl)acetamide of Formula VI. The reaction can be carried out by combining a 
compound of Formula XXVin with ammonium acetate and heating (140 - 160**C). 
5 Optionally, the reaction can be carried out in a pressure vessel. 

In step (10) of Reaction Scheme n, (4-amino-l/f-imidazo[4,S- 
c]pyridinyl)acetamide of Formula VI is hydrolyzed under acidic conditions to provide a 
ljy-imidazo[4,5-c]pyridin-4-amine of Formula H. Preferably, a compound of Formula VI 
is treated with hydrochloric acid/ethanol at an elevated temperature. 

10 In step (11) of Reaction Scheme n, a liy-imida2o[4,5-c]pyridin-4-aniine of 

Formula n is converted to a lH-imidazo[4,5-c]pyridm-4-amine of Formula 1-2 using 
conventional methods. For example, sulfonamides of Formula 1-2 can be prepared by 
reacting a compound of Formula II with a sulfonyl chloride of Formula RaS(C)2)Cl, where 
Ra is Rg-alkyl, Rg-alkenyl, Rg-aryl, Rg-heteroar^ or Rg-heterocyclyL The reaction can be 

15 carried out by adding the sulfonyl chloride to a solution of a compound of Formula n in a 
suitable solvent such as chloroform at ambient temperature. Sulfamides of Formula 1-2 
can be prepared by reacting a compound of Formula n with sxilfuryl chloride to generate a 
sulfamoyl chloride in situ and then reacting the sulfemoyl chloride with an amine of 
Formula HNRsRa. The product or a pharmaceutically acceptable salt thereof can be 

20 isolated using conventional methods. 

Amides of Formula M can be prepared from l/f-imidazo[4,5"c]pyridin-4-amines 
of Formula n using conventional methods. For example, a compound of Formula H can 
be reacted with an acid chloride of Formula RaC(0)Cl. The reaction can be carried out by 
adding the acid chloride to a solution of a conq)ound of Formula n in a suitable solvent 

25 such as chloroform, optionally m the presence of a base such as triethylamme, at ambient 
temperature. The product or a pharmaceutically acceptable salt tiieieof can be isolated 
using conventional methods. 

Ureas and thioureas of Fonnula 1-3 can be prepared from lfl^imidazo[4,5- 
c]pyridin-4-amines of Formula II usmg conventional methods. For example, a compound 

30 of Formula II can be reacted with an isocyanate of Fomiula RaN==C=0. The reaction can 
be carried out by adding the isocyanate to a solution of a conapound of Formula n in a 
suitable solvent such as chloroform, optionally in the presence of a base such as 
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triethylamine, at ambient temperature. Alternatively, a compound of Formula II can be 
reacted with a thioisocyanate of Formula RaN=C=S, a sulfonyl isocyanate of Formula 
RaS(02)N=C=0 or a carbamoyl chloride of Formula RaNC(0)Cl. The product or a 
phannaceutically acceptable salt thereof can be isolated using conventional mediods. 
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Some embodiments of the invention including compounds of Formidas 1-4, 1-5, 
and intennediate compounds can be prepared according to Reaction Scheme III where 
. Rm. s (Rm and R1.5), R2, R3, R4, X, and Ph are as defined above. 
5 In step (1) of Reaction Scheme m, a 2,4-dichloro-3-nitropyridine of Formula XI is 

reacted with an amine of formula Ri^-0-X-NH2 or R1.5-O-X-NH2 to provide a 2-chloro-3- 
nitropyridine of Formula XXIX-4 or XXIX-5. The reaction can be carried out by adding 
the amine to a solution of compound of Formula XI in a suitable solvent such as N, N- 
dimethylformamide in the presence of triethylamine. The product of the reaction can be 

1 0 isolated from the reaction mixture using conventional methods. Many amines of the 

formula RM-O-X-NH2 or R1-5-O-X-NH2 are commercially available; others can be readily 
prqjared using known synthetic methods. For example, benzyloxyethylamine 
hydrochloride can be prepared by reacting tert-hutyl 2-^ydroxy)ethylcarbamate with 
benzyl bromide in the presence of sodium hydroxide and benzyltrhnethylammonium 

15 chloride, and then converting the resulting te/t-butyl 2-(benzyloxy)efliylcarbamate to 
benzyloxyethylamine hydrochloride in the presence of hydrochloric acid, ethanol, and 
water. 

In other examples, 2-(3-pyridin-3-yl-propoxy)ethylaniine and 2-[3-(l,3-thiazol-2- 
yl)piopoxy]ethylamine can be prepared by reacting tert-butyl 2-(hydroxy)ethylcarbamate 

20 with 3-bromopropyne under the phase transfer conditions described above. The resulting 
tert-butyl 2-(prop.2-ynyloxy)ethylcarbamate can be coupled with heteroaryl bromides 
such as 34>romopyridine and 2-bromothiazole by means of a paUadium complex generated 
from a palladium catalyst such as dichlorobis(triphenylphosphine)paIladium (IT) in the 
presence of copper (1) iodide and a base such as triethylamine. The reaction is 

25 conveniently carried out in a suitable solvent such as acetonitrile and can be heated at an 
elevated temperature. The products from the coupling reaction can be hydrogenated in the 
presence of a conventional heterogeneous catalj^t such as 10% palladium on caibon. The 
hydrogenation reaction is conveniently carried out in a Parr vessel in a solvent such as 
methanol. Finally, the resulting tert-hutyl 2-(heteroarylpropoxy)ethylcarbamates can be 

30 deprotected to provide 2-(heteroarylpropoxy)ethylamines under conditions described 
above. 
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In step (2) of Reaction Scheme m, a 2-chloro-3-nitropyridine of Fomiula XXIX-4 
or XXEX-5 is reacted with sodium phenoxide to provide a 3-nitro-2-phenoxypyridine of 
Formula XXX-4 or XXX-5. Phenol is reacted with sodium hydride in a suitable solvent 
such as diglyme (bis(2-methoxyethyl) ether) to form die phenoxide. The phenoxide is 
5 fhm reacted at an elevated temperature with a compound of Formula XXIX-4 or XXDC-S. 
The pioduct can be isolated fiom the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme m, a 3-nitro-2-phenoxypyridin6 of Formula XXX- 
4 or XXX-S is reduced to provide a 2-phenoxypyridme-3,4-diamine of Formula XXXI-4 
or XXXI-5. Preferably, the reduction is carried put using a conventional heterogeneous 

1 0 catalyst such as platinum on carboiL The reaction can be conveniently carried out on a 
Parr q)paratus in a suitable solvent such as toluene. 

Alternatively in step (3), Ni2B can be generated in situ fiom sodium borohydiide 
and NiCla in the presence of methanol. A compound of Formula XXX-4 or XXX-5 can be 
added to the resulting reducing agent solution to effect reduction of the nitro group. When 

15 a compound of Formula XXX-4 or XXX-5 contains an alkenyl, alkynyl, alkenylene or 
alkynylene moiety, the Ni2B reducing agent can be used without reducing these moieties. 
The product can be isolated fiom the reaction mixture using conventional methods. 

In step (4) of Reaction Scheme HI, a 2-phenoxypyridine-3,4-diamine of Formula 
XXXI-4 or XXXI-5 is reacted with a carboxylic acid or an equivalent thereof to provide a 

20 4-phenoxy-lF-imidazo[4,5-c]pyridine of Formula XXXn-4 or XXXn-5. Suitable 
equivalents to a carboxylic acid include orthoesters, 1,1-dialkoxyalkyl aUcanoates, 
corresponding acyl halides, and mixtures thereof. The carboxyUc acid or equivalent is 
selected such that it will provide the desired R2 substituent in a compound of Formula 
XXXn-4 or XXXn-5. For example, triethyl orthoformate will provide a compound where 

25 R2 is hydrogen and trimethyl orthovalerate will provide a compound where R2 is butyl. 
The reaction can be run in the absence of solvent or in an inert solvent such as toluene. 
The reaction is run with sufficient heating to drive off any alcohol or water formed as a 
byproduct of the reaction. Optionally, a catalyst such as pyridine hydrochloride can be 
included. 

30 Alternatively, step (4) can be carried out by (i) reacting the diamine of Formula 

XXXI-4 or XXXI-5 with an acyl halide of Formula R2C(0)C1 or R2C(0)Br and then (ii) 
cyclizhig. In part (i), the acyl halide is added to a solution of the diamine in a suitable 
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solvent such as pyridine. The reaction can be carried out at ambient temperature. In part , 

(ii), the product of part (i) is heated in pyridine in the presence of pyridine hydrochloride. 

The product can be isolated from the reaction mixture using conventional methods. 
In step (5) of Reaction Scheme Wi, a 4-phenoxy-li?-iniidazo[4,5-c]pyridine of 
5 Formula XXXn-4 or XXXII-5 is aminated to provide a liif-inudazo[4,5-c]pyridin-4-amine 

of Formula 1-4 or 1-5. The reaction can be carried out by combining a conq)ound of 

Formula XXXn-4 or XXXn-5 with ammonium acetate and heating (140 - 160**C). 

Optionally, the reaction can be carried out in a pressure vessel. The product or a 

pharmaceutically acceptable salt thereof can be isolated using conventional methods. 
10 InReaction Scheme JH, when Rm.s is Rm the products of steps (l)-(5) are of tiie 

Formulas XXIX-4, XXX-4, XXXI-4, XXXn-4, and 1-4, respectively. Likewise, when Rt. 

4, 5 is Ri-5 the products of steps (l)-(5) are of the Formulas XXIX-5, XXX-5, XXXI-5, 

XXXn-5, and 

1-5. 

15 

Reaction Scheme m 




20 

Some embodiments of the invention including compounds of Formula I-l and 
intermediate compounds can be prepared according to Reaction Sch^e IV where 
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Rm, R2, R3, R4, X, and Ph are as defined above, and Ac is acetyl. 

Jn step (1) of Reaction Scheme IV, a 3-mtro-2-phenoxypyridine of Fonnula Xin is 
esterified to provide a 3-nitro-2-phenoxypyridine acetate of Formula XXXin. Preferably, 
the .esterification is carried out using acetic anhydride in suitable solvents such as 
S anhydrous dichloromethane and pyridine. The product can be isolated from tibie reaction 
mixture using conventional methods. 

In step (2) of Reaction Scheme IV, 3-nitro-2-phenoxypyridine acetate of Formula 
XXXm is reduced to provide a 2-phenoxypyridine-3,4-diamine Formula XXXIV. 
Preferably, the reduction is carried out using a conventional heterogeneous catalyst such as 

10 platinum on carbon. The reaction can be conveniently carried out on a Parr q>paratus in a 
suitable solvent such as toluene. 

Alternatively in step (2), Ni2B can be generated in situ fiom sodium boiohydride 
and NiCl2 in fihe presence of methanol. A compound of Formula XXXM can be added to 
the resulting reducing agent solution to effect reduction of the nitro group. When a 

IS compound of Fonnula XXXm contains an alkenyl, alkynyl, alkenylene or alkynylene 
moiety, the Ni2B reducing agent can be used without reducing Ifaese moieties. The 
product can be isolated firom the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme IV, a 2-phenoxypyridine-3,4-diamine of Fonnula 
XXXIV is reacted with a carboxylic acid or an equivalent thereof to providie a 4-phenoxy- 

20 l/f-imidazo[4,5-c]pyridine of Fonnula XXXV. Suitable equivalents to a carboxylic acid 
include orthoesters, 1,1-dialkoxyallcyl alkanoates, corresponding acyl halides, and 
mixtures thereof. The carboxylic acid or equivalent is selected such that it will provide the 
desired R2 substituent in a compound of Fonnula XXXV. For example, triethyl 
orthoformate will provide a compound where R2 is hydrogen and trimethyl orthovalerate 

25 will provide a compound where R2 is butyl. The reaction can be run in the absence of 

solvent or in an inert solvent such as toluene. The reaction is run with sufficient heating to 
drive off any alcohol or water formed as a byproduct of the reaction. Optionally, a 
catalyst such as pyridine hydrochloride can be included. 

Alternatively, step (3) can be carried out by (i) reacting the diamine of Formula 

30 XXXIV with an acyl halide of Fonnula R2C(0)C1 or R2C(0)Br and thra (n) cyclizing. hi 
part (i), the acyl halide is added to a solution of the diamine in a suitable solvent such as 
pyridine. The reaction can be carried out at ambient temperature. In part (ii), the product 
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of part (i) is heated in pyridine in the presence of pyridine hydrochloride. The product can 
be isolated from the reaction mixture using conventional methods. 

In step (4) of Reaction Scheme IV, a 4-phenoxy-ljH'-imidazo[4,5-c]pyridine acetate 
of Formula XXXV is hydiolyzed to provide a 4-phenoxy-l/f-imidazo[4,5-c]pyridine 

5 alcohol of Formula XXXVI. The reaction is preferably carried out in methanol in the 
presence of potassium carbonate at an elevated temperature. Hie product can be isolated 
from the reaction mixture using conventional methods. 

In step (5) of Reaction Scheme IV, a 4-phenoxy-lJy-imidazo[4,5-c]pyridiae 
alcohol of Formula XXXVI is reacted with a compound of formula Halo-Ri4 to provide a 

10 4-phenoxy-lJ7--imidazo[4»5-c]pyridine of Formula XXXn-4. The reaction can be carried 
out by first reacting the alcohol of Formula XXXVI with sodium hydride in a suitable 
solvent such as N,N-dimethylformamide to form the corresponding anion and then 
reacting the anion with a compound of formula Halo-RM. The product can be isolated 
from the reaction mixture using conventional methods. 

15 In step (6) of Reaction Scheme IV, a 4-phenoxy"lH-imidazo[4,5-c]pyridine of 

Formula XXXn-4 is aminated to provide a lff-imidazo[4,5-c]pyridin-4-ainine of Formula 
1-4. The reaction can be carried out by combining a compound of Formula XXXII-4 with 
ammonium acetate and heating (140 - leO'^C). Optionally, the reaction can be carried out 
in a pressiire vessel. The product or a pharmaceutically acceptable salt thereof can be 

20 isolated using conventional methods. 
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Reaction Scheme IV 




Some embodiments of the invention including compounds of Fonnula XXXDC and 
intemiediate compounds can be prepared according to Reaction Scheme V where R2, R3, 
R4, X, and Ph are as defined above, and R13 is aryl, substituted aryl, heteroaryl, or 
substituted heteroaryl. 

10 In step (1) of Reaction Scheme V, the alkyne bond of a 4-phenoxy-l£r- 

hnidazo[4,5-c]pyridme of Foraiula XXXVII, which is a subgenus of Fonnula XXXn-4 or 
XXXn-5, is reduced to form a4-phenoxy-lfl"-imidazo[4,5-c]pyridine of Formula 
XXXVm, which is also a subgenus of Foraiula XXXn-4 or XXXH-S. Preferably, the 
reduction is carried out usmg a conventional heterogeneous catalyst such as platinum 

15 oxide, platinum on carbon, or palladium on carboa The reaction can convenientiy be 
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carried out on a Parr apparatus in a suitable solvent such as methanol. The product can be 
isolated from the reaction mixture using conventional methods. 

In step (2) of Reaction Scheme V, a 4-phenoxy-lfMmidazo[4,5-c]pyridine of 
Formula XXXVin is aminated to provide a lfr-inudazo[4,5-c]pyridin-4-ainine of Formula 
XXXDC, which a subgenus of Formula 1-4 or 1-5. The reaction can be carried out by 
combinmg a compound of Formula XXXVm with ammonium acetate and heating (140 - 
160**C). Optionally, the reaction can be carried out in a pressure vessel. The product or a 
phaimaceutically acceptable salt thereof can be isolated using conventional methods. 



10 



Reaction Scheme V 



OPh 




(9^2)3-12 



15 Some embodiments of the invention including conq)ounds of Formula 1-4 and 

intermediate compounds can be prepared according to Reaction Scheme VI where 

Rm, R2, R3, R4, X, and Ph are as defined above. 

In step (1) of Reaction Scheme VI, a 2-chloro-3-nitropyridine of Formula XXIX-4, 

prepared as described in Reaction Scheme HI, is reduced to provide a 2-chloropyridine- 
20 3,4-diamine of Formula XL. Preferably, the reduction is carried out using a conventional 

heterogeneous catalyst such as platinum on carbon or palladium on carbon. The reaction 

can be conveniently carried out on a Parr apparatus in a suitable solvent such as toluene. 
Alternatively in step (1), NiiB can be generated in situ from sodium borohydride 

and NiCh in the presence of methanol. A compound of Formula XXIX-4 can be added to 
25 the resulting reducing agent solution to effect reduction of the nitro group. When a 

compound of Formula XXIX-4 contains an alkenyl, alkynyl, alkenylene or alkynylene 
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moiety, the Ni2B reducing agent can be used without reducing these moieties. The 
product can be isolated from the reaction mixture using conventional methods. 

In step (2) of Reaction Scheme VI, a 2-chloropyridine-3,4-diamine of Formula XL 
is reacted With a caiboxylic add or an equivalent thereof to provide a 4-chloro-lH- 
5 imidazo[4,5-c]pyridine of Formula XUI. Suitable equivalents to a carboxyUc add include 
orihoesters, 1,1-dialkoxyalkyl alkanoates, corresponding acyl halides, and mixtures 
thereof. The carboxylic acid or equivalent is selected such that it will provide the desired 
Ra substituent in a compound of Formula XUL For example, triethyl orthoformate will 
provide a cons)ound where R2 is hydrogen and trimethyl orthovalerate will provide a 
10 compound where Ra is butyl. The reaction can be run in the absence of solvent or in an 
inert solvent such as toluene. The reaction is nm witix sufBdent heating to drive off any 
alcohol or water formed as a byproduct of ttie reaction. Optionally, a catalyst such as 
pyridine hydrochloride can be included. 

Ahematively, step (2) can be carried out by (2a) reacting the diamine of Formula 
15 XL with an acyl haUde of Formula R2C(0)a or R2C(0)Br and then (2b) cyclizing. For 
example, in part (2a), the acyl halide is added to a solution of the diamine of Formula XL 
- in an inert solvent such as dichloromethane or acetonitrile. The reaction can be carried out 
at ambient temperature. Optionally, a tertiary amine, for example triethylamine, is 
included. In part (2b), the product of part (2a), a compound of Formula XU, is heated at 
20 reflux in a suitable solvent such as ethanol in the presence of triethylamine. The product 
can be isolated from the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme VI, a 4-chloro-lH-imidazo[4,5-c]pyridine of 
Formula XLII is reacted with sodium phenoxide to provide a 4-phenoxy-l/f-imidazo[4,5- 
c]pyridine of Fonnula XXXn-4. Phenol is reacted with sodium hydride in a suitable 
25 solvent such as diglyme (bis(2-methoxyethyl) ether) to form the phenoxide. The 

phenoxide is tiien reacted at an elevated ten^erature with a compound of Formula XLIL 
The product can be isolated from the reaction mixture using conventional methods. 

M step (4) of Reaction Scheme VI, a 4-phenoxy-LH-imidazo[4,5-c]pyridine of 
Formuk XXXn-4 is aminated to provide a lH.imidazo[4,5-c]pyridin-4-amine of Formula 
30 1-4. The reaction can be carried outby combining a coirqjound of Formula XXXn-4witii 
ammonium acetate and heating (140 - 160»C). Optionally, the reaction can be carried out 
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in a pressure vessel. The product or a pharmaceutically acceptable salt thereof can be 
isolated using conventional methods. 



Reaction Scheme VI 




Some embodiments of the invention including compounds of Formulas XLV-1, 
XLV-2, XLV-3, XLVI-1, XLVI-2, XLVI-3, and intermediate compounds can be prepared 

10 accordingtoReactionSchemeVnwhereRM.2,3CRM,Ri.2,Ri^^^^ 

defined above, R4a is -Br or -NO2, and Rib is C2-10 alkynyl and d-io alkyl. 

In step (1) of Reaction Scheme VH, bromination or nitration of a (4-amino-li?? 
imidazo[4,5-c]pyridinyl)acetamide of Formula Via provides a (7-substituted)-(4-amino- 
lff-imidazo[4,5-c]pyridinyl)acetamide of Formula XLIV. The bromination reaction can 

15 be carried out by treating the acetamide of Formula Via in a solution of acetic acid with 
bromine and potassium acetate at ambient temperature. The direct nitration reaction can 
be carried out by treating the acetamide of Formula Via with one equivalent of nitric acid 
in the presence of excess acetic acid and heating the reaction, optionally, at reflux. The 
product can be isolated using conventional methods. 

20 la step (2) of Reaction Scheme VH, a (7-substitutedH4-amino-lif-imidazo[4,5- 

c]pyridinyl)acetaimde of Formula XUV is hydrolyzed under acidic conditions to provide 



54 



wo 03/103584 PCTAJS03/17659 



a (7-substituted>lif-inudazo[4,5-c]pyridin-4-anmie of Fonnula Ha, which is a subgenus 
of compounds of Formula H. Preferably, a compound of Fonnula XUV is treated with 
hydrochloric add/ethanol at an elevated temperature, for example, at reflux. The product 
can be isolated using conventional methods. 

5 hi step (3) of Reaction Scheme Vn, a lH-imidazo[4,5-c]pyridin-4-amine of 

Formula Ha is converted to a lif-imidazo[4,5-c]pyridin-4-amine of Formula XLV-1, 
XLV-2, or XLV-3 using conventional methods. Formulas XLV-1, XLV-2, and XLV-3 
are subgenera of Formulas I-l, 1-2, and 1-3, respectively. For example, sulfonamides of 
Formula XLV-2 can be prepared by reacting a conq)ound of Formula Ha wi& a sulfimyl 

10 chloride of Formula RaS(02)a where Ra is Rj-alkyl, Rg-alkenjd, Rg-aryl, R«-heteroaryl or 
Rg-heterocyclyl. The reaction can be carried out by adding tiie sulfonyl chloride to a 
solution of a compound of Formula Ha in a suitable solvent such as chloroform at ambient 
temperature. Sulfamides of Formula XLV-2 can be prepared by reacting a compound of 
Formula Ha with sulfuryl chloride to generate a sulfamoyl chloride in situ, and then 

15 reactingtiie sulfamoyl cMoride with an amine of Formula HNRsRa. The product or a 
phaimaceutically acceptable salt thereof can be isolated using conventional mefliods. 

Amides of Formula XLV-1 can be prepared from lfl'-imidazo[4,5-c]pyridin-4- 
amines of Formula Ha using conventional methods. For example, a compound of Formula 
Ila can be reacted witii an acid chloride of Formula RaC(0)Cl, where lU is Rg-alkyl, Rg- 

20 alkenyl, Rg-aryl, Rg-heteioaryl or Rs-heterocyclyl. The reaction can be carried out by 
adding the acid chloride to a solution of a compound of Formula Ha in a suitable solvent 
such as chloroform, optionaUy in flie presence of a base such as triethylamine, at ambient 
temperature. The product or a phaimaceuticaUy acceptable salt tiiereof can be isolated 

using conventional methods. 

25 Ureas and thioureas of Formula XLV-3 can be prepared from lH-imidazo[4,5- 

c]pyridin-4-aniines of Formula Ha using conventional methods. For example, a compound 
of Fonnula Ha can be reacted witii an isocyanate of Fonnula R«N=O0, where Ra is Rs- 
aDcyl, R«-alkenyl, R«-aryl, Rg-heteroaryl or Rg-heterocyclyl. The reaction can be carried 
out by adding the isocyanate to a solution of a compound of Formula Ha in a suitable 

30 solvent such as chloroform, optionally in tiie presence of a base such as triethylamine, at 
ambient temperature. Alternatively, a compound of Fomrala Ha can be reacted witti a 
thioisocyanate of Formula RaN=0=S, a sulfonyl isocyanate of Formula RaS(02)N=O0 or 
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acarbamoyl chloride of FonniilaRaNC(0)Cl. The product or aphannaceuticaUy 
acceptable salt thereof can be isolated using conventional methods. 

In step (4) of Reaction Scheme VH, a l/f-imidazo[4,5-c]pyridin-4-amine of 
Formula XLV-1, XLV-2, or XLV-3 undergoes a coiq)ling reaction with a Cmo alkyne, 

5 convenienflybymeamof apalladiumcon5)lextoprovidea lff-imidazo[4,5H:]pyridin-4- 
amine of Formula XLVI-1, XLVI-2, or XLVI-3, which are subgenera of Formulas I-l, 1-2, 
and 1-3, respectively. The alkyne is added to a solution of a conapound of Formula XLV- 
1, XLV-2, or XLV-3 in a suitable solvent such as ac^nitrile in Ihe presence of a 
palladium catalyst, for example, dichlorobis(triphenylphosphine)palladium (H), copper © 

10 iodide, and a base such as triethylamine. The reaction can be heated at an elevated 
tenq)erature. When R4b is C2.10 alkynyl, reduction as described in step (1) of Reaction 
Scheme V can be used to convert R4b to Ci-ioalkyl. The product or aphannaceuticaUy 
acceptable salt thereof can be isolated using conventional methods. 

15 Reaction Scheme Vn 





o 



XLVI-1 

XLVI-2 
XLVI-3 




XLV-1 
XLV-2 
XLV-3 
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Some embodiments of the invention including compoimds of Formula XVm and 
intemiediate compounds can be prepared according to Reaction Scheme VIII where Rw, 
R2, R3, R4, and X are as defined above. 

In step (1) of Reaction Scheme Vm, a 2-chloro-3-nitropyiidine of Formula XH is 
5 reacted with an alkali metal azide to provide an 8-nitrotetrazolo[l,5-a]pyridine of Formula 
XLVn. The reaction can be carried out by combining the conqjound of Formula Xn with 
an alkali metal aade, for example, sodium azide, in a suitable solvent such as anhydrous 
MJV-dimethylfbmiamide, and heating to about 50-100 "C, optionally in the presence of 
ammonium chloride. Alternatively, the reaction can be carried out by combining the 
10 compound of Formula XH with an alkali metal azide, for example, sodium azide, in a 
suitable solvait such as 90/10 acetonitrile«20 in the presence of cerium IE chloride, 
preferably cerium HI chloride hqrtahydrale, optionally witii heating, for exan^le, at 
reflux. The product can be isolated jBcom the reaction mixture using conventional mettiods. 
In step (2) of Reaction Scheme Vm, an 8-nitrotehazolo[l,5-fl]pyridine of Formula 
15 XLVn is chlorinated using conventional chlorinating agents to provide an 8- 

nitrotetrazolo[l,5-a]pyridine of Formula XLVffl. Preferably, tiie reaction is carried out by 
- combining a compound of Formula XLVH with tiiionyl chloride in a suitable solvent such 
as dichloromethane and heating. 

hi step (3) of Reaction Scheme Vm, an 8-nitroteti:azolo[l,5-a]pyridine of Formula 
20 XLVm is reduced to provide a tetrazolo[l,5-fl]pyridine-7,8-diamine of Formula XLDC. 
Preferably, the reduction is carried out using a conventional heterogeneous catalyst such as 
platinum on carbon. The reaction can be convenienfly carried out on a Parr apparatus in a 
suitable solvent such as toluene. 

Alternatively in step (3), Ni2B can be generated in situ &om sodium borohydride 
25 andNia2 in tiie presence of methanol. A compound of Formula XLVm can be added to 
the resulting reducing agent solution to eflEect reduction of the nitro group. When a 
compound of Formula XLVm contains an alkenyl, alkynyl, alkenylene or alkynylene 
moiety, the Ni2B reducmg agent can be used witiiout reducing these moieties. The 
product can be isolated ftom tiie reaction mixture using conventional methods. 
30 In step (4) of Reaction Scheme Vm, a teteazolo[l,5-a]pyridine-7,8-diamine of 

Fonnula XLK is reacted with a caiboxyiic acid or an equivalent thereof to provide a 7/?- 
iimdazo[4,5-c]tetrazolo[l,5-fl]pyridine of Formula L. Suitable equivalents to a caiboxyUc 
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acid include, for example, orthoesters, and 1,1-dialkoxyalkyl alkanoates. The carboxylic 
acid or eqidvalent is selected such that it will provide the desired R2 substituent in a 
compound of Formula L. For example, triethyl orfhoformate will provide a compound 
where Ra is hydrogen, and trimethyl orthovalerate will provide a compound where R2 is 
5 butyl. The reaction can be run in ttie absence of solvent or in an inert solvent such as 
toluene. The reaction is run with sufficient heating to drive off any alcohol or water 
fonned as a byproduct of the reaction. Optionally, a catalyst such as pyridine 
hydrochloride can be included. 

Alternatively, step (4) can be carried out by (i) reacting the diamine of Formula 
10 XLDC with an acyl haUde of Fonnula R2C(0)C1 or R2C(0)Br and then (u) cyclizing. In 
part (i), the acyl halide is added to a solution of the diamine in a suitable solvent such as 
pyridine. The reaction can be carried out at ambient ten5)erature. In part (ii), the product 
of part (i) is heated in pyridiae ia the presence of pyridine hydrochloride. 

In step (5) of Reaction Scheme Vm, a 7fl'-imidazo[4,5-c]tetrazolo[l,5-a]pyridine 
15 of Formula L is reacted with a compound of Formula Ri^SNa to provide a T/f- 

imidazo[4,5-c]tetrazolo[l,5-a]pyridine of Fomiula LL Preferably, a thiol of the Formula 
Ri^SH is reacted with sodium hydride in a suitable solvent such as N,N' 
dimethylformamide to generate the anion, which is then reacted with a compound of 
Formula L. 

20 In step (6) of Reaction Scheme Vm, a 7i/-imidazo[4,5-'C]tetrazolo[l,5-a]pyridine 

of Formula LI is oxidized to provide a 7i/-imidazo[4,5-c]tetrazolo[l,5-a]pyridine of 
Formula LII. Preferably, a solution of a compound of Formula LI in a suitable solvent 
such as chloroform or dichloromethane is treated with 3-chloroperoxybenzoic acid. The 
degree of oxidation is controlled by adjusting the amount of 3-chloroperoxybenxzoic acid 

25 used in the reaction; i.e., using approximately one equivalent will provide the sulfoxide 
whereas using two equivalents will provide the sulfone. The product can be isolated using 
conventional methods. 

In step (7) of Reaction Scheme Vm a 7ir-imidazo[4,5-c]tetrazolo[l,5-fl]pyridine 
of Formula LH is reacted with triphenylphosphine to form an JV-triphenylphosphinyl 

30 compound of Formula LHL The reaction with triphenylphosphine can be run in a suitable 
solvent such as toluene or 1,2-dichlorobenzene under an atmosphere of nitrogen with 
heating, for example at the reflux temperature. 
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In step (8) of Reaction Scheme VHI an iV-triphenylphosphinyl compound of 
Formula LIII is hydrolyzed to provide a lH-iinidazo[4,5-c]pyridin-4-aiirine of Formula 
XVm, which is a subgenus of Formula 1-6. The hydrolysis can be carried out by general 
methods well known to those skilled in the art, fi)r exaiztple, by heating in a lower alkanol 
in the presence of an inorganic acid, such as hydrochloric acid. The product can be 
isolated from the reaction mixture using conventional methods as the compound of 
Formida XVm or as aphaxmaceutically acceptable salt thereof. 

Alternatively, steps (7) and (8) of Reaction Scheme Vm can be omitted, and the 
tetrazolo ring can be reductively removed fiom a 7ff-imidazo[4,5-c]tetrazolo[l,S« 
ajpyridine of Formula LII to provide a l£r-miida2X)[4,5-c]pyridin-4-anune of Formula 
XVnL The reaction can be carried out by reacting the 7J?-imidazo[4,5-c]tetra2olo[l,5- 
a]pyridine of Formula LII with hydrogen in the presence of an catalyst and an acid. The 
reaction can be conveniently run in a Parr apparatus with a suitable catalyst, such as 
platinum IV oxide, and a suitable acid, such as trifluoroacetic acid or concentrated 
hydrochloric acid. The product can be isolated from the reaction mixture usmg 
conventional methods. 
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Reaction Scheme Vm 




Some embodiments of the invention including compounds of Fonnijla XVHIa and 
intennediate compounds can be prepared according to Reaction Scheme K where R2, R3, 
R4. and X are as defined above, R' and R" are independently hydrogen or d-io alkyU and 
EtiselhyL 

In step (1) of Reaction Scheme DC a 7H-imidazo[4,5-c]tetra2olo[l,5-a]pyridine of 
Fonnula lHa, which is a subgenus of Formula LH, is hydiolyzed to provide a TiT- 
imidazo[4,5-c]tetrazolo[1.5-a]pyridine of Formula IHb. The reaction canbe carried out 
under conventional saponification conditions by treating the ester with aqueous sodium 
hydroxide in a suitable solvent or solvent mixture such as tetrahydro&ranAnethanoL The 
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reaction can be optionaUy carried out with heating. The reaction mixture is acidified in a 
subsequent step by stirring wilh, for example, hydrochloric acid to provide the carboxyUc 
add. 

In step (2) of Reaction Scheme DC a 7/?-imidazo[4,5-c]tetrazolo[l,5-a]pyridine of 
5 Formula Lllb, which is a subgenus of Formula LII, is converted to a 7H-imidazo[4.5- 
c]tetrazote[l ,5-a]pyridine acid chloride of Formula UV. The reaction can be carried out 
by combining a compound of Formula Ulb witii oxalyl chloride or thionyl chloride in a 
suitable solvent such as dichloromethane and, optionally, heating. 

In step (3) of Reaction Scheme K a 7/f-imidazo[4,5-c]tetrazolo[l,5-fl]pyridine 
10 acid chloride of Formula UV is converted to a 7fr-imidazo[4,5-c]tebazolo[l,5na]pyridine 
amide of Formula IHc, yfiach is a subgenus of Formula LH. The reaction can be carried 
out by combining a compound of Formula LIV vrith an amine m a suitable solvent such as 
dichloromethane and stirring at ambient tonperature. 

In step (4) of Reaction Scheme K a 7i/-imidazo[4,5-c|tetiazolo[l^-a]pyridine 
15 amide of Formula LIIo is reacted with triphenylphosphme to form an N- 

triphenylphosphinyl compound of Formula Lffla, which is a subgenus of Fotmnla LUL 
- The reaction with triphenylphosphine can be run in a suitable solvent such as toluene or 
U-dichlorobenzene under an atmosphere of nitrogen witii heating, for example at flie 
reflux temperature. 

20 In step (5) of Reaction Scheme DC an iV-tiiphenylphosphinyl compound of Formula 

ma is hydrolyzed to provide a lif-imidazo[4,5-c]pyridin-4-amine of Formula XVnia, 
which is a subgenus of Formula XVm, which in turn is a subgenus of Formula 1-6. The 
hydrolysis can be carried out by general mefliods well known to those skilled in tiie art, for 
example, by heating inaloweralkanol in the presence of an inorganic acid, such as 

25 hydrochloric add. The product can be isolated fiom the reaction mixture using 

conventional methods as the compound of Formula XVIIIa or as a pharmaceutically 
acceptable salt thereof. 

Altanatively, steps (4) and (5) of Reaction Scheme DC can be omitted, and flie 
tetrazolo ring can be reductively removed fix«m a 7^r-imidazo[4,5-c]tetiazolo[l,5- 
30 fl]pyridine amide of Formula LUc to provide a lff.imidazo[4,5-c]pyridin-4-amine of 
Fonnula XVIIIa. The reaction can be carried out by reacting tiie 7ff-imidazo[4,5- 
c]tetraa)lo[l,5-a]pyridine amide of Formula LHc witii hydrogen in the presence of an 
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catalyst and an acid. The reaction can be conveniently run in a Parr apparatus with a 
suitable catalyst, such as platiaum IV oxide, and a suitable acid, such as trifluoroacetic 
acid or concentrated hydrochloric acid. The product can be isolated from ^e reaction 
mixture using conventional methods. 

Reaction Scheme DC 




CON(R')(R") 



CON(R')(R") 



CON(R')(R") 



10 Some embodiments of the invention including compounds of Formulas I-l, 1-2, 1- 

3, and intermediate compounds can be prepared according to Reaction Scheme X where 
Rm. 2. 3 (Ri-u Ri-2, and Rio), R2, R3, R4, R6, R9, Rio, R12 and X are as defined above, and 
BOC is rerr-butoxycarbonyl. 

In step (1) of Reaction Scheme X a 2-chloro-3-nitropyridine of Formula XXV is 

15 reacted with an alkali metal azide to provide an 8-mtrotetrazolo[l,5-a]pyridine of Formula 
LV, The reaction can be carried out as described in step (1) of Reaction Scheme VHI- 
The product pan be isolated from the reaction mixture using conventional methods. 
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In step (2) of Reaction Scheme X, an 8-nitrotetra2olo[l,5-a]pyridme of Fonnula 
LV is reduced to provide a tetrazolo[l,5-a]pyridine-7,8-diamine of Formula LVI. The 
reduction can be carried out as described in step (3) of Reaction Scheme VIE. 

Jn step (3) of Reaction Scheme X, a tetrazolo[l,5-fl]pyridine-7,8-dianiine of 
Formula LVI is reacted with a carboxyUc acid or an equivalent thereof to provide a 7iZ- 
umdazo[4,5-c]tetrazolo[l,5-a]pyridme of Formula LVn. The reaction can be carried out 
as described in step (4) of Reaction Scheme Vm. 

In step (4) of Reaction Scheme X, the BOC group of a 7/f-inudazo[4,5- 
c]tetrazolo[l,5-^i]pyridine of Formula LVn is removed to provide a 7i?-imidazo[4,5- 
c]tetrazolo[l,5-fl]pyridine of Formula LVm. The reaction can be carried out by treating a 
solution of a 7if-imidazo[4,5-c]tetrazolo[l,5-a]pyridine of Formula LVII in a suitable 
solvent such as, for example, dichloromethane with an acid, preferably trifluoroacetic acid, 
at ambient temperature. The product can be isolated from the reaction mixture using 
conventional methods. 

In step (5) of Reaction Scheme X a 7ir-imidazo[4,5-c]tetrazolo[l,5-fl]pyridine of 
Formula LVm is converted to a 7ir-imidazo[4,5-c]tetrazolo[l,5-a]pyri<iine of Formula 
LDC-l, LIX-2, or LIX-3 using conventional methods. For example, sulfonamides of 
Formula LIX-2 can be prepared by reacting a compound of Formula LVm witii a sulfonyl 
chloride of Formula RaS(02)Cl, where Ra is Ra-alkyl, Rg-alkenyl, R«-aryl, Rg-heteroaryl or 
Rg-heterocyclyl. The reaction can be carried out by adding the sulfonyl chloride to a 
solution of a compound of Fonnula LVin in a suitable solvent such as chloroform at 
ambient temperature. Sulfamides of Formula LIX-2 can be prq)ared by reacting a 
compound of Formula LVm witii sulfiiryl chloride to generate a sulfamoyl chloride in 
situ, and then reacting the sulfamoyl chloride with an amine of Formula HNRsRa- The 
product or a phacmaceutically acceptable salt thereof can be isolated using conventional 
methods. 

Jn anotiier example, a 7fl-imidazo[4,5-c]tetrazolo[l ,5-a]pyridine of Formula LVm 
is reacted witii a chloroalkanesulfonyl chloride of formula Cl-Ri2-S(0)2Cl to provide a 
subgenus of compounds of Formula LIX-2 wherein R9 and Rio join to fonn a ring having 
the structure 



63 



wo 03/103584 



PCT/US03/17659 



— N— S(0)2 

R,2 



The reaction is preferably carried out by adding the chloroalkanesulfonyl cUoride to a 
solution of a conq)Ound of Formula LVm in a suitable solvent such as dichloromethane in 
the presence of a base sudi as trieflxylamine. The intermediate chloroalkanesulfonamide 

5 may optionally be isolated before treatment with a stronger base such as 1,8- 
diazabicyclo[5.4.0]tmdecene-7 (DBU) at ambient temperature. If the interaiediate 
chloroalkanesulfonamide is isolated, the reaction mih DBU can be carried out in a 
suitable solvent such as W-dimethyiformamide. The product or apharmaceutically 
acceptable salt thereof can be isolated using conventional methods. 

10 Amides of Formula LEX-l can be prepared fix>m 7fr-imidazo[4,5-c]tetrazob[l,5- 

fl]pyridine of Formula LVIE usmg conventional methods. For exan^le, a compoimd of 
Formula LVlli can be reacted with an acid chloride of Formula R«C(0)C1 vHaexs Ra is Rg- 
alkyl, Ra-alkenyl, Rs-aryl, Rg-heteroaryl or Ryheterocycljd. The reaction can be carried 
out by adding the acid chloride to a solution of a compound of Formula LVffl in a suitable 

15 solvent such as chlorofonn, optionally in the presence of abase such as triethylamine, at 
ambient temperature. The product can be isolated using conventional methods. 

In another example, a 7Jy-imidazo[4,5-c]tetrazolo[l,5-a]pyridine of Formula LVffl 
is reacted with a chloroalkanoyl chloride compound of formula Cl-Ri2-C(0)Cl to provide 
a subgenus of compounds of Formula LK-l wherein Ro and Rio join to form aring having 

20 the structure 



The reaction is preferably carried out by adding the chloroalkanoyl chloride conqtound to 
a solution of a compound of Formula LVffl m a suitable solvent such as dichloromethane 
in the presence of a base such as triethylamine. The intermediate cMoroalkanamide may 
25 optionally be isolated before treatment with a stronger base such as 1,8- 

diazabicyclo[5.4.0]undecene-7 (DBU) at ambient temperature. If the intermediate 
cMoroalkanamide is isolated, the reaction with DBU can be carried out m a suitable 
solvent such as J\rjV-dimethylfonnamide. The product can be isolated using conventional 
methods. 



— N — C(0) 
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Ureas and thioureas of Fonnula LIX-3 can be prepared from 7if-imidazo[4,5- 
c]tetra2olo[l,5-alpyridinfi of Formula LVffl using conventional methods. For example, a 
compound of Fonnula LVm can be reacted with an isocyanate of Formula RaN=C=0 
where R. is Rg-alkyl, Rs-alkenyl, R«-aryl, Rg-heteroaryl or R«-heterocyclyl. The reaction 
5 can be carried out by adding the isocyanate to a solution of a compound of Fonnula LVBOL 
m a suitable solvent such as chlorofonn, optionally mthe presence of abase such as 
triethyiamine, at ambient temperature. Alternatively, a compound of Fonnula LVm can 
be reacted with a thioisocyanate of Fonnula RaN=C=S, a sulfonyl isocyanate of Fonnula 
R,S(Q2)N=C=0 or a carbamoyl chloride of Fonnula RJSrC(0)a. Hie product can be 
10 isolated using conventional methods. 

In step (6) of Reaction Scheme X a 7ff-imidazo[4,5^:]tetrazolo[l,5-a]pyridine of 
Fonnula LIX-1 , LIX-2, or LIX-3 is reacted witii triphenylphosphine to form an N- 
triphenylphosphinyl compound of Fonnula LX-1, LX-2, or LX-3. The reaction witii 
triphenylphosphine can be nm m a suitable solvent such as toluene or 1,2-dichlorobenzene 
15 under an atmosphere of nitrogen with heating, for example at the reflux temperature. 

In step (7) of Reaction Scheme X anMphenylphosphinyl compound of Fonnula 
- LX-1 , LX-2, or LX-3 is hydrolyzed to provide a lif-imidazo[4,5-c]pyridin-4-anmie of 
Formula I-l , 1-2, or 1-3 . The hydrolysis can be carried out by general mefliods well known 
to those skilled in tiie art, for example, by heating in a lower alkanol in the presence of an 
20 inorganic acid such as hydrochloric acid. The product can be isolated from the reaction 
mixture using conventional metiiods as tiie compound of Fonnula I-l, 1-2, or 1-3 or as a 
pharmaceutically acceptable salt thereof. 

Alternatively, steps (6) and (7) of Reaction Scheme X can be omitted, and tiie 
tetrazolo ring can be reductively ranoved from a 7if-unidazo[4,5-c]tetimolo[l,5- 
25 a]pyridine of Fonnula LEX-l, LIX-2, or LIX-3 to provide a lH-unidazo[4,5-c]pyridin-4- 
amine of Formula I-l, 1-2, or 1-3. The reaction can be canied out by reacting the 7H- 
imidazo[4,5-c]tetrazolo[l,5-fl]pyridine of Fonnula LDC-l, LIX-2, or LIX-3 witii hydrogen 
in the presence of an catalyst and an acid. The reaction can be convenienfly nm in a Parr 
apparatus witii a suitable catalyst, such as platinum IV oxide, and a suitable acid, such as 
30 trifluoroacetic acid or concentrated hydrochloric acid. The product can be isolated from 
tiie reaction mixture using conventional methods. 
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Reaction Scheme X 




Some embodiments of the invention including compounds of Fomula 1-4, 1-5, and 
intermediate compounds can be prepared according to Reaction Scheme XI where 
Ri4. 5 (Ri-4 and Ri-s), R2, R3, R4. and X are as defined above. 

In step (1) of Reaction Scheme XI, a 2-chloro-3-nitropyridine of Formula XXIX-4 
or XXIX-5 is reacted with an alkali metal a2dde to provide an 8-nitrotetrazolo[l,5- 
a]pyridine of Formula LXII-4 or LXn-5. The reaction can be carried out as described m 
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stq) (1) of Reaction Scheme VIII. The product can be isolated from the reaction mixture 
using conventional methods. 

In step (2) of Reaction Scheme XI, an 8-nitrotetrazolo[l,5-a]pyridine of Formula 
LXn-4 or LXn-5 is reduced to provide tetrazolo[l,5-a]pyridme-7,8-diamine of Fomiula 
LXin-4 or LXin-5. The reduction can be carried out as described in step (3) of Reaction 
Scheme VTH. 

The product can be isolated from Ihe reaction mixture using conventional methods. 

hi step (3) of Reaction Scheme XI, a tetrazolo[l,5-fl]pyridine-7,8-diamine of 
Formula LXin-4 or LXin-5 is reacted with a carboxylic acid or an equivalent thereof to 
provide a 7ff-imidazo[4,5-c]tetrazolo[l,5-a]pyridine of Formula LIX-4 or LIX-5. The 
reaction can be carried out as described in step (4) of Reaction Scheme VXH. The product 
can be isolated from the reaction mixture using conventional methods. 

la step (4) of Reaction Scheme XI, a 77?-imidazo[4,5-c]tetrazolo[l,5-a]pyridine of 
Formula LIX-4 or LIX-5 is reacted with triphenylphosphine to form an N- 
triphenylphosphinyl compound of Formula LX-4, or LX-5. The reaction can be carried out 
as described m step (6) of Reaction Scheme X. The product can be isolated from th^ 
reaction mixture using conventional methods. 

In step (5) of Reaction Scheme XI anTV-triphenylphosphinyl compound of Formula 
LX-4, or LX-5 is hydrolyzed to provide a lif-imidazo[4,5-c]pyridin-4-amine of Formula 
1-4 or 1-5. The hydrolysis can be carried out as described in step (7) of Reaction Scheme 
X. The product can be isolated from the reaction mixture using conventional methods as 
the compound of Formula 1-4, or 1-5 or as a phaimaceutically acceptable salt thereof 

Alternatively, steps (4) and (5) of Reaction Schrane XI can be omitted, and the 
tetrazolo ring can be reductively removed from a 7i/'-imidazo[4,5-c]tetrazolo[l,5- 
a]pyridme of Formula LIX-4 or LIX-5 to provide a lff-imidazo[4,5-c]pyridin-4-amine of 
Formula 1-4 or 1-5. The reaction can be carried out by reacting the 7if-imidazo[4,5- 
c]tetrazolo[l,5-a]pyridiae of Formula LIX-4 or LIX-5 with hydrogen in the presence of an 
catalyst and an acid. The reaction can be convenientiy run in a Parr apparatus with a 
suitable catalyst, such as platinum IV oxide, and a suitable acid, such as trifluoroacetic 
acid or concentrated hydrochloric acid. The product can be isolated from the reaction 
mixture using convCTtional methods. 
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Reaction Scheme XI 

5 




Some embodimeats of the invention including compounds of Fonnula 1-5 and 
10 intennediate compounds can be prepared according to Reaction Scheme Xn where 
Ri-5, R2, R3, R4, X, and Ac are as defined above. 

hi step (1) of Reaction Scheme XH, a 2-chloro-3-nitropyridine of Formula Xn is 
esterified to provide a 2-chloro-3-nitropyridine acetate of Foimula LXVI. Preferably, the 
esterification is carried out usmg acetic anhydride m a suitable solvent such as anhydrous 
15 dichloromethane in tiie presence of pyridine and catalytic 4-dimethylaminopyridine 
(DMAP). The product can be isolated ftom the reaction mixture using conventional 
methods* 

In step (2) of Reaction Scheme XII, a 2-chloro-3-nitropyridine of Formula LXVI is 
reacted with an alkali metal azide to provide an 8-nitrotetrazolo[l,5-fl]pyridine of Fonnula 
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LXVn. The reaction cm be carried out as described in step (1) of Reaction Scheme Vm. 
The product can be isolated fiom the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme Xn, an 8-nitrotetrazolo[l,5-a]pyridine of Formula 
LXVn is reduced to provide tetrazolo[l,5-a]pyridine-7,8-diamine of Formula LXVIIL 
5 The reduction can be carried out as described in step (3) of Reaction Scheme Vm. The 
product can be isolated from the reaction mixture using conventional methods. 

IQ step (4) of Reaction Scheme XII, a tetra2olo[l,5-fl]pyridine-7,8-diamine of 
Fomiula LXVID is reacted witii a carboxylic acid or an equivalent thereof to provide a 
7i?-imidazo[4,5-c]tetrazolo[l,5-a]pyridine of Formula LXDC. The reaction can be carried 
10 out as described in step (4) of Reaction Scheme VIH The product can be isolated from 
the reaction mixture using conventional methods. 

Jn step (5) of Reaction Scheme XII, a 7ff-imidazo[4,5-c]tetrazolo[l,5-fl]pyridine of 
Foraiula LXK is hydrolyzed using conventional methods to provide a 7fl'-imidazo[4,5- 
c]tetrazolo[ 1 ,5-a]pyridine of Formula LXX. For example, the reaction can be 
15 conveniently carried out by adding potassium carbonate to a 7H-imidazo[4,5- 
c]tetrazolo[l,5-fl]pyridine of Formula LXK dissolved in methanol at an elevated 
- temperature. The product can be isolated from tiie reaction mixture using conventional 
methods. 

In step (6) of Reaction Scheme XII, a 7f/-imidazo[4,5-c]tetrazolo[l,5-a]pyridine of 
20 Formula LXX is reacted with 3-bromopropyne to provide a 7fl'-imidazo[4,5- 

cltetrazolo[l,5-a]pyridine of Formula LXXI. The reaction can be carried out by adding 3- 
bnmiopropyne to 7H-imidazo[4,5-c]tetrazolo[l,5-a]pyridine of Formula LXX under phase 
transfer conditions with catalytic benzyltrimethylanmionium chloride in a mixttare of a a 
suitable solvait such as diohloromefliane and 50% aqueous sodium hydroxide. The 
25 product can be isolated from flie reaction mixture using conventional methods. 

In step (7) of Reaction Scheme XII, 7ff-imidazo[4,5-c]tetrazolo[l,5-a]pyridine of 
Formula LXXI is reacted with aheteroarylbromide or heteiocyolylbromide to provide a 
7ff-imidazo[4,5-c]tetrazolo[1.5-a]pyridme of Formula LIX-5. The reaction can be carried 
out by coupling a heteroarylbromide, for example, 5-bromopyrimidine, or 
30 heterocyclylbromide with iJie alkyne group of a 7ir-imidazo[4,5-c]tetiazolo[l,5- 

dpyridme of Formula LXXL The coupling reaction can proceed toough a palladium 
complex, generated from a palladium catalyst, fat exsxaple 
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dicMorobis(triphenylphosphme)palladim (II), in the presence of copper (I) iodide and a 
base such as triethylamine. The reaction is carried out in a suitable solvent such as iV^- 
dimefliylfoimaniide and can be heated at an elevated temperature. The product can be 
isolated ftom Ihe reaction mixture using conventional methods. 
5 In step (8) of Reaction Scheme XII. a 7H-imidazo[4.5-c]tetrazolo[l,5-c]pyiidine of 

Formula LIX-5 is reacted wilh triphenylphosphme to form an iV-triphenylphosphmyl 
compound of Fonnula LX-5. The reaction can be cairied out as described in step (6) of 
Reaction Scheme X. The product can be isolated from ihe reaction mixture usmg 

conventional methods. 

10 M step (9) of Reaction Scheme XII, an iV-triphenylphosphinyl compound of 

Formula LX-5 is hydrolyzed to provide a lH-mudazo[4.5-clpyridin-4-amine of Fonnula I- 
5. The hydrolysis can be carried out as described in step (7) of Reaction Scheme X. The 
product can be isolated fcom the reaction mixture usmg conventional methods as the 
compound of Formula 1-5 or as a pharmaceutically acceptable salt thereof. 

15 Alternatively, steps (8) and (9) of Reaction Scheme XE can be omitted, and the 

tetrazolo ring can be reductively removed from a 7H-imidazo[4,5-c]tetrazolo[l,5- 
- a]pyridine of Formula LIX-5 to provide a li/-unidazo[4,5-c]pyridin-4-amine of Formula 
1-5. The reaction can be carried out by reacting the 7Jf-imidazo[4,5-c]tetrazolo[l,5- 
a]pyridine of Formula LIX-5 with hydrogen in the presence of an catalyst and an acid 

20 The reaction can be convenientiy run in a Pair apparatus with a suitable catalyst, such as 
platinum IV oxide, and a suitJible acid, such as trifluoroacetic acid or concentrated 
hydrochloric acid. The product can be isolated from the reaction mixture usmg 
conventional noethods. 



25 
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Reaction Sch^e Xn 
CI 












R4 


■"IVIH 
X 
1 


LXVIII 


OAc 



N=P(Ph)3 




Some eanbodiments of the inveation includiiig compounds of Fomiulas LXXVII-1, 
LXXVlI-2, LXXVn-3, and intemiediate coxtq^oimds can be prepared according to 
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Reaction Scheme Xm where Ri.u,3 (Ri-i, R1-2, and R1.3), R2, R6, R9, X, and BOC are as 
defined above, Tf is trifluoromethylsulfonyl, and PMB is 4-methoxybenzyl. 

In step (1) of Reaction Scheme Xm malonyl dichloride is stirred with 
propanenitrile at ambient temperature to provide 6-chloro-4-hydroxy-5-methylpyridin- 
2(1 J3)-one hydrochloride hydrate, which precipitates from the solution. 

In step (2) of Reaction Scheme Xm, direct nitration of 6-chloro-4-hydroxy-5- 
methylpyridin-2(lf0-one hydrochloride hydrate is earned out in excess sulfuric acid and 
one equivalent of nitric acid to provide 6-chloro-4-hydroxy-5-metiiyl-3-niti:opyridin- 
2(l/0-one. The reaction is run at a reduced temperature. The product conveniently can be 
precipitated fi^om the solution by the addition of ice water. 

In step (3) of Reaction Scheme Xm, 6-chloro-4-hydioxy-5-methyl-3-nitropyridin- 
2(lii)-one is converted to the triflate of Fomaula LXXK The reaction can be carried out 
by adding trifluoromethanesulfonic anhydride to a solution of 6-chloro-4-hydroxy-5- 
methyl-3-nitropyridin-2(lif)-one in a suitable solvent such as dichloromethane in the 
presence of a base such as triethylamine. The reaction can be carried out at sub-ambient 
temperatures. An amine of Formula XXTV is then added to tiie reaction at ambient 
temperature to provide a pyridine of Fomiula LXXII. The product can be isolated from 
the reaction mixture using conventional methods. 

In step (4) of Reaction Scheme Xm, tiie triflate group of a compound of Formula 
LXXn is displaced with bis(4-methoxybenzyl)amme to provide a pyridine of Formula 
LXXn. The reaction can be carried out in the presence of a base such as triethylamine 
and in a suitable solvent such as toluene. The reaction is conveaiientiy carried out at 
elevated temperatures. The product can be isolated from the reaction mixture using 
conventional methods. 

Jjx step (5) of Reaction Scheme XIII, tiie nitro group of a compound of Formula 
LXXm is reduced to provide a pyridine-7,8-diamine of Formula LXXIV. The reaction 
can be carried out by the addition of sodium borohydride and nickel chloride to a solution 
of a compound of Formula LXXm in a suitable solvent or solvent mixture such as 
methanol/dichloromethane at ambient temperature. The product can be isolated from the 
reaction mixture using conventional methods. 

In step (6) of Reaction Scheme Xffl, a pyridine-7,8-diamine of Fomiula LXXIV 
reacts with a carboxylic acid or an equivalent thereof to provide an imidazo[4,5-c]pyridine 
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of Formula LXXV. The reaction can be carried out as described in step (4) of Reaction 
Scheme VUL 

Iq step (7) of Reaction Scheme xm, an imidazo[4,5-c]pyridine of Formula LXXV 
is deprotected under acidic conditions to provide a lf/:-imidazo[4,5-c]pyridin-4-aniine of 
5 Formula LXXVL The reaction can be canied out by dissolving an iinidazo[4,5-c]pyridine 
of Formula LXXV in trifluoroacetic acid and stining at ambient tenq»erature. Optionally, 
tiie reaction can be carried out in a suitable solvent such as dichloromethane. 

In step (8) of Reaction Scheme Xm, a lff-imidazo[4,5-c]pyridin-4-aimne of 
Formula LXXVI is converted to a lH-imidazo[4,5-c]pyridin-4-amine of Formula 
10 LXXVn-1,2,3, which is a subgenus of Formula I-l, 1-2, and 1-2, usmg conventional 

methods. The reaction can be carried out as described in step (1 1) of Reaction Scheme E. 
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Reaction Scheme Xm 




I 1 LXXVIW 



/ ^BOC / 
Ro R9 

It is understood that one skUled in the art will select ttie appropriate reaction 
schemes and steps theran to prepare a compound described in the various aspects and 
embodiments offke invention to avoid or minimize imdesired or conflicting reactions. For 
example, when R3 is chloro a reaction scheme which does not involve a tetrazolo 
mtemiediate can be selected. Reduction of a nitro group at R3 or R4 canbe avoided by 
placement on the pyridine ring after reduction of the nitro group at the 3-position of flie 
pyridine ring. When an alkenyl, alkynyl, alkenylene, or alkynylene group is present, 
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reduction of the nitro group at the 3-position of the pyridine ring can be carried out by 
using the Ni2B reduction without reducing the alkenyl, aJkynyl, alkenylene, or alkynylene 
groiq). When removing a tetrazolo ring in the presence of a readily reducible group such 
as an alkenyl or heteroaryl group, the formation of an iV-triphenylphosphinyl compound 
5 followed by hydrolysis can be used in place of the reductive removal to preserve . for 
example, tibie alkenjd or heteroaryl group. 

The term "non-interfering substituents" refers to Rx, Ry, and Rz groups which do 
not prevent a compound of Formula la fixm inducing the biosynthesis of one or more 
cytokines. Dlusti^tive non-intrafering Rx groi?)s include fliose described above for R2. 
10 niustrative non-interfering Ry and Rz groups include tiiose described above for R3 and R4. 
As used herein, the terms "alkyl", "alkenyl", "alkynyl" and the prefix "alk-" ate 
inclusive of both straight chain and branched chain groups and of cycUc groups. i.e. 
cycloalkyl and cycloalkenyl. Unless otherwise specified, these gmvps contain fiwm 1 to 
20 caibon atoms, with alkenyl groups containing from 2 to 20 carbon atoms, and aXkynyl 
15 groups containing firom 2 to 20 carbon atoms. Preferred ffoups have a total of up to 10 
carbon atoms, for example, up to 8 carbon atoms, up to 6 carbon atoms, and up to 4 carbon 
atoms. Cyclic groups can be monocyclic or polycyclic and preferably have from 3 to 10 
ring carbon atoms. Exemplary cycUc groups include cyclopropyl, cyclopropylmethyl, 
<q«5lopentyl, cyclohexyl, adamantyl, and substituted and unsubstituted norbomyl and 
20 norbomenyl. 

Unless otiierwise specified, "alkylene", "alkenylene", and "alkynylene" are the 
divalent forms of "alkyl", "alkenyl", and "alkynyl" defined above. 

The term "haloalkyl" is inclusive of groups that are substituted by one or more 
halogen atoms, including perfluorinated groups. This is also true of groups tiiat include 
25 theprefix 

"halo-". Examples of suitable haloalkyl groups are chloromelhyl, tiifluoromethyl, and the 
like. 

The term "aryl" as used herein includes caibocyclic atomadc rings or ring systems. 
Examples of aryl groups include phenyl, naphthyl, biphenyl, fluorenyl and indenyl. The 
30 term "heteroaryl" includes aromatic rings or ring systems that contain at least one ring 
heteroatom (e.g., O, S, N). Suitable heteroaryl groiq)s include finyl, thienyl, pyridyl, 
quinolinyl, isoquinolinyl, indolyl, isoindolyl, triazolyl, pyffolyl, tetrazolyl, inridazolyl, 
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pyrazolyl, oxazolyl, thiazolyl, benzofiiranyl, benzothiophenyl, carbazolyl, benzoxazolyl, 
pyrimidinyl, benzimidazolyl, quinoxalin 
isothiazol^d, puiinyl, qumazolinyl» and so oil . 

•Heterocyclyl" includes non-aromatic rings or ring systems that contain at least 
5 one ring heteroatom (e.g., O, S, N) and includes all of the fully saturated and partially 
unsaturated derivatives of the above mentioned heteroaryl groups. Exemplary 
heterocyclic groups include pynrolidinyi, tetrahydrofuranyl, moipholinyl, thiomorpholinyl, 
piperidinyl, piperazinyl, thiazolidiayl, imidazolidinyl, isothiazolidinyl, and the like. 

The aryl, heteroaryl, and heterocyclyl groups can be unsubstituted or substituted by 
10 one or more substituents independently selected fiom the group consisting of alkyl, 
alkoxy, methylenedioxy, ethylenedioxy, alkyltiiio, haloalkyl, haloalkoxy, haloalkylthio, 
halogen, nitre, hydroxy, mercapto, cyano, caiboxy, formyl, aryl, aryloxy, arjdthio,. 
arylalkoxy, arylalkylthio, heteroaryl, heteroaryloxy, heteroarylthio, heteroarylalkoxy, 
heteroarylalkylthio, amino, alkylamino, dialkylamino, heterocyclyl, heterocycloalkyl, 
15 alkylcarbonyl, alkenylcarbonyl, alkoxycarbonyl, haloalkylcaibo 

alkylthiocarbonyl, arylcarbonyl, heteroarylcarbonyl, heterocyclylcarbonyl, 
aryloxycarbonyl, heteroaryloxycarbonyl, arylthiocarbonyl, heteroarylthiocarbonyl, 
alkanoyloxy, alkanoylthio, alkanoylamino, aroyloxy, aroylthio, aroylamino, 
alkylaminosulfonyl, alkylsulfonyl, arylsulfonyl, heteroarylsulfonyl, aryldiazmyl, 
20 alkylsulfonylamino, arylsulfonylamino, arylalkylsulfonylamino, alkylcarbonylamino, 
alkenylcarbonylamino, arylcarbonylamino, arylalkylcarbonylamino, 
heteroarylcarbonylamino, heteroarylalkycarbonylamino, alkylsulfonylamino, 
alkenylsulfonylamino, arylsulfonylamino, arylalkylsulfonylamino, 
heteroarylsulfonylamino, heteroarylalkylsulfonylamino, alkylaminocarbonyl, 
25 dialkylaminocarbonyl, arylaminocarbonyl, arylalkylaminocarbonyl, 

aUcenylaminocarbonyl, heteroarylaminocaibonyi, heteroarylalkylaminocarbonyl, 
alkylaininocaibonylanuno, alkenylaininocarbonylainino, arylanainocaibonylamino, 
arylalkylaminocarbonylamino, heteroarylaminocarbonylanuno, 
heteroarylalkylaminocaibonylamino and, in the case of heterocyclyl, oxo. If any other 
30' ffoups are identified as being "substituted" or "optionally substituted", then those groups 
can also be substituted by one or more of the above enumerated substituents. 
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The invention is incluave of the compounds described herein in any of their 
phatmaceutically acceptable fonns. including isomers (e.g., diastereomers and 
enantiomers), salts, solvates, polymorphs, and the like. la particular, if a compound is. 
optically active, the invention specifically includes each of the compound's enantiomers as 
S well as racemic mixtmes of the enantiomers. 

Pte&tied compounds of the invaition include: 
JVK2-{2-[4-amino-2Kcyclopropyhnethyl)-6,7MJimetiiyl-lii^imidazo[4^ 

yl]e1hoxy} ^yl)-2-mefliylpropananiide; 

JVK2-{2-[4-amino-2-<cyclopK>pylmethyl)-6,7-dimethyl-lH-inudazo[4,5-cte 

10 yl]6thoxy}ethyl)cyclopentanecarboxamide; 

A^(2-{2-[4-amino-2<cyclopropylmethyl)-6,7-dimeaiyl-lff-inudazo[4,5-c]pyrito^ 

yl]dhoxy} elhyl)mcotinamide; 

iV<2-{2-[4-amino-2<cyclopropybnethyl)-6,7-dimethyl-lf^imida2o[4,5-c]pyridm^ 

^]eflioxy} ethyl)-i\r,2-dimefliylpropanamide; 
15 Ar-(2-{2-[4-amino-2<cyclopropylmethyl)-6,7-dimethyl-lJy-inudazo[4,5-<r]^ 
yl]ethoxy}ethyl)-7V-methylcyclopentanecaiboxamide; 
. J\r-(2-{2-[4-amino-2<cyclopropyhnethyl)-6,7Hiimethyl-lH-inridazo[^^^^ 
yl]ethoxy} ethyl)-iV^methyhiicotinamide; 

W^(2-{2-[4-aniino-2-(cyclopropylethyl)-6,7-dimethyl-lH-iniidazo[4,5-c]pyridin-l- 

20 yl]ethoxy}ethyl)-2-methylpropanamide; 

Ar<2-{2-[4-amino-2-(cyclopropylethyl)-6,7Miimetiiyl-liEr-imidazo[4,5-c]pyrid^^ 

yl]ethoxy}ethyl)cyclopentanecarboxamide; 

7/-(2-{2-[4-ainino-2-<cyclopropyleaiylH,7-dimetiiyl-lif-imidazo[4,5-c]pyri 

yl]ethoxy} ethyl)nicotinaniide; 
25 iV^(2-{2-[4-amino-2-(methoxyethyl)-6,7-dimetiiyl-Uf-imidazo[4,5-c]pyri 

yl]ethoxy}ethyl>JV,2-dimethylpropanaimde; 

iVK2-{2-[4-anrino-2KmethDxyethyl)-6,7-dimetiiyl4H-imida2o[4,5-c]pyridin-l^ 

yl]ethoxy}ethyl)-JV-methylcyclopraitanecaiboxamide; 

JV'-^-{2-[4-aniino-2-(methoxyethyl)-^,7-Kfime&yl-lH-imidaz»[4,5-^^ 

30 yl]ethoxy}efli)d)-iV-methylmcotinamide; 

iVK2-{2-[4-aniino-2-(cyclopropyhnethyl)-6-methyl-ljff-imidazo[4,5-c]pyri 

yl]eflioxy}ethyl)-2-niethylptopanamide; 

77 



wo 03/103584 



PCTAJS03/17659 



7\r-(2-{2-[4-ammo-2<cyclopropylmethyl)-6-methyl-li^^ 

yl]ethoxy} ethyl)cyclopentanecarboxamide; 

JVK2-{2-[4-amino-2<cyclopropylmethyl)-6-methyl-l^^ 

yl]ethoxy}e1hyl)mcotinamide; 
5 ;v^(2-{2-[4-ainmo-2<cyclopropylmetiiyl)-6^^^ 

yl]efhoxy}et]iyl>iV,2-dimethylpropanainide; 

J\K2-{2-[4-ammo-2-(cyclopropylme%l)-6-m^^ 

yl]e1hoxy}e11iyl)-iV^meihylcyclopentanecaiboxaimd^^ 

JV'-(2- {2-[4-ainmo-2Kcyclopropylmethyl)-6-^ 
1 0 yl]ethoxy} ethyl)-iV^mefliylmcotmamide; 

iV^(2-{2-[4-ainmo-2-pix}pyl-6,7-dimethyl-^ 

mefhylpropaaamide; 

Ar<2- {2-[4-aniiEO-2-propyl-6 jHlimelhyl^i^^ 
jd]ethoxy} ethyl)cyclopentanecarboxaiiiide; 
15 N-(2- {2-[4-ammo-2-propyl-6,7-dime%14H-imidazo[4,5-c]p^ 
yl]ethoxy} ethyl)nicotinainide; 
^'"(2- {2-[4-ammo-2-propyl-6 J-dimethyl4ff-M 
iV,2-dimefhylpropaiiamide; 

iV'K2-{2-[4-ainino-2-propyl-6J-dimethyl4i?-imid^^ 
20 methylcyclopentanecarboxamide; 

^"^2- {2-[4-aiiiino-2-propyl-6,7-dime%14if-im^ 
methyhiicotmamide; 

JV'<2- {2-[4-ainmo-2-propyl-6-methyl42y-M 

methylpropaiiamide; 
25 JV-(2-{2-[4-ainino-2-propyl-6-methyl-lff-iinidazo[^^ 

yl]ethoxy}e11iyl)cyclopentanecarboxamide; 

JV'-(2-{2-[4-aiiuno-2-propyl-6-methyl-li^iiiu 

yl]ethoxy} e4hyl)mcotmaimde; 

iSr<2-{2-[4-ammo-2-propyl-6-metiiyl-ljff^ 
30 dimethylpropanaimde; 

iV'-(2-{2-[4-miino-2-propyl-6-me1hyl4ff^ 

methylcyclopentanecaiboxamide; 
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iV^(2-{2-[4-amino-2-propyl-6-methyl4/f-iim^ 
methylnicotinamide; 

iV'-(2-{2-[4-ainino-2-(cyclopropylmethyl)-6,7-dim 
jd]eAoxy}ethyl)moipholme-4-carboxamide; 
5 iV^(2-{2-[4-ainmo-2<cyclopropylmethyl)-6J-dimea^^ 
yl]eliioxy}eaiyl)-JV'-cyclohexyliire^ 
^-(2- {2-[4-ainino-2-(cyclopropylme%l)-6 
yl]ethoxy}ettiyi)-iV-pyridin-3-ylurea; 
iV-Cl- {2-[4-amino-2-(cyclopTopyle1iiyl)-^ 
10 yl]e&oxy}elhyl)morpholine-4-carboxamide; 
W'-(2- {2-[4^amino-2Kcyclopropylethyl)-6 
yl]eflioxy}etiiyl)-JV-cyclohexylurea; 
W-(2- {2-[4-ammo-2-(cyclopiopylefhyi)-6 J-dm 
yl]ethoxy} ethyl)-iV-pyridin-3-yliirea; 
15 //-(2- {2-[4-ainino-2-(mettioxyethyI)-6 J-dime%l-lff-M 
yl]ethoxy}ethyl)moipholme-4-Kjarboxamide; 
7/'-(2-{2-[4-ainmo-2-(methoxyethyl)-6J-dime%l-lH-M 
yl]ethoxy}ethyl)-iV-cyclohexyliirea; 
i\r-(2-{2-[4-amino-2-(methoxyethyl)-6,7-dimethyl-li^^ 
20 yl]ethoxy) ethyO-iV'-pyridin-S-ylurea; 

iV'-(2-{2-[4-ammo-2<cyclopropylmethyl>6-methyl4J^^ 

yl]ethoxy} ethyl)moipholiiie-4-carboxainide; 

iV'-(2-{2-[4-ainino-2<cyclopropybnethyl)-6-methyl-lH^ 

yl]e1iioxy}ethyl)-iV-cyclohexylurea; 
25 //-(2-{2-[4-ammo-2<cyclopropylme%l)-6-methyl-li^^ 

yl]ethoxy}ethyl)-JV-pyridin-3-ylurea; 

iV'-(2-{2-[4-ainino-2-(cyclopropylethyl)-6-me%l-l^^ 

yl]e1iioxy}ethyl)morpholine-4-caiboxainide; 

Ar-(2-{2-[4-ainino-2-(cyclopropylethyl)-6-meth^^^ 
30 yl]ethoxy}ethyl)-iV-cycloh«ylurea; 

]V^(2-{2-[4-amino-2-(cyclopropyle%l)-6-mea^ 

yl]e11ioxy}ethyl)rN'-pyridin-3-yliirea; 
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iVK2-{2-[4-ammo-2-(methoxyethyl)-6-metliyl4H-inudazo[4,5-c]pyri^^ 

)d]ethoxy}ethyl)morpholiiie-4-carboxaimde; 
AK2-{2-[4-animo-2<me1iioxyethyl)-6-me<hyl-lif-iinidazo[4,5-c]pyri 

yl]etiioxy}ethyl)-Ar-cyclolieKjdiirea; 
]VK2-{2-[4-annno-2-(methoxyelhyl)-^metyl-lJy-imidazo[^^ 

yl]et!ioxy}ethyl)-iV-pyridin-3-ylurea; 
7/-(2-{2-[4-amino-2-propyl-6,7-dimefliyl-lH-iimd^ 
yl]ethoxy} ethyl)moiphDline-4-carboxaimde; 
^K2-{2-[4-anlmo-2-propyl-6JKJimeftyl-lJ^-Mdazo[4,5-cte^ 

cyclohexyluiea; 

JVK2-{2-[4-amm()-2-propyl-6,7^fimefcyl-lH-i^ 
pyridin-3-ylurea; 

7^<2-{2-[4-ammo-2-propyl-6-me&5i4H-iinidazo[4^-c]pyridin-l^ 

yl]ethoxy} ethyl)niorpholine-4-carboxamide; 
;\r<2-{2-[4-ainmo-2-propyl-6-methyl4ff-inudazo[4,5-c]pyridm-l-^^^ 

cyclohexylurea; 

AA(2-{2-[4-airmio-2-propyl-6-me%14H-inudazo[4,5-c]pyridin4-yn 
pyridin-S-yliirea; 

Ar-(2-{2-[4-aminc>-2<cyclopropylmethyl)-6,7-dimeliiyl-lH-md^ 
yl]ethoxy}ethyl)-iV^-diethylurea; 

iV^(2-{2-[4-ammo-2<cyclopropylme1iiyl)-6J-dime%l-lH-Mdazo[4,5-c]^^ 
yl]ethoxy}ethyl)-iV-isopropyliirea; 

A'<2-{2-[4-amino-2Kcyclopropylethyl)-6J-Klime*hyl4H-iim^^ 
^]ethoxy}eaiyl)-iV^-diethylurea; 

iVK2-{2-[4-aniko-2Kcyclopropylethyl)-6,7-dimethyl-lH-imidaTO 

yl]eflioxy}ettiyl)-JV-isopropylurea; 
jV'<2-{2-[4-ainmo-2-propyl-6,7H3imethyl4if-iimdazo[4,5^^ 

J\r»A^dieUiylurea; 

JV<2-{2-[4-anrino-2-piopyW-Hiimethyl4fr-inu 
isopcopyturea; 

^'<2-{2-[4-aInmo-2•<methoxyeflly10-6,7-dimethyl4H-im 
yl]etiioxy}ethyl)-Ar^-diethylurea; 
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i\/^(2-{2-[4-amino-2-(methoxye%l)-6,7-dime%^ 

yl]ethoxy}etiiyl>JV-isopropylurea; 

^'<2-{2-[4-aImno-2-(cyclop^)pylmethyl)-6-methy^ 

yl]e1hoxy}ethyl)-JV';V-diethyluiea; 
5 i\r<2-{2-[4-ainino-2Kcyclopropylme1hyl^^^^ 

yl]ethoxy}ettiyl)-iV*-isopropyliire^ 

JV'-(2-{2-[4-aniino-2-(cyclopropyle%l)-6-methyU 

yl]e11ioxy}etiiyl)-AUV'-diethyliirea; 

iV^(2-{2-[4-ainino-2-(cyclopropylethyl)-6-meth^^ 
10 yl]ethoxy}e11iyl)-iV-isopiopylure^ 

iV'-(2-{2-[4-ainino-2-piopyl-6-methyl-lf^iim 

diefhylurea; 

A^(2-{2-[4-amino-2-propyl-6-me1hyl4fr-iim 
isopropylurea; 

15 iV'-(2-{2-[4-ainino-2-(methoxyethyl>6-me11iyl4iy-M 
yl]ethoxy} ethyl)-iV^-diethyliirea; 
- iV^(2- {2-[4-aniino-2-(mel3ioxyethyl)-6-methyl-l jy-itmd^ 
yl]ethoxy}ethyl)-N'-isopropylurea; 
iV^(2-{2-[4-ainmo-2-(cyclopropylmethyl)-6,7-dm 
20 yl]ethoxy}et]iyl)methanesulfonaniide; 

JV^(2-{2-[4-ainino-2-(cyclopropylmethyl>6,7-dime4^^ 
yl]ethoxy} ethyl)propane-2-sulfonainide; 
iV^(2-{2-[4-atnino-2-(cyclopropylmethyl)-6J-dime&^^ 
yl]ethoxy} ethyl)qumoline-8-sulfonamide; 
25 iV'<2-{2-[4-ammo-2<cyclopropylmethyl)-6,7-^^ 
yl]e&oxy}ethyl)-iV'-methylmetlianesulfonam 
iV^(2- {2-[4-amiao-2<cyclopropylmethyl)-6,7-^^ 
yl]ethoxy} elii)4)-Ar-methylpiopaae-2-sulfo^^ 
iV^(2-{2-[4-aimno-2-(cyclopropylme%l)-^,7-dimethyl-l^^ 
30 yl]etiioxy}ethyl)-iV'-methylquinolme-8-sulf^ 

;V^(2-{2-[4-amino-2-(cyclopropylmethyl>6-mefliyl4J^^ 
yl]6thoxy} eihyl)mellianesidfonainide; 
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Ar-(2-{2-[4-ammo-2<cyclopropylmethyl)-6-methyl4/^^ 

yl]ethoxy}ethyl)propaiie-2-sulfonaimde; 

iV'-(2-{2-[4-ainmo-2<cyclopropylmethyl)-6-me%^^ 

yl]ethoxy} e&yl)qiiinoline-8-sulfonaimde; 
5 iV'-(2-{2-[4-ainino-2-(cyclopropylmethyl)-^^^ 

yl]ethoxy}ethyl>JV^met]iylme11ianes^^ 

JV'<2-{2-[4-amino-2Kcyclopropylmethyl>6-m^^ 

yl]ethoxy} ethyl>Ar-melhylpropane-2-sulfoiiainide; 

jV'<2-{2-[4-ammo-2-(cyclopropylmefhyl)-6-me 
10 yl]ethoxy} ethyl>iV^-methylquinoline-8-siilfoiiamide; 

iVK2-{2-[4-amino-2-propyl-6 J-dimeliiyl-lH-im 

yl]ethoxy} ethyl)methanesulfonamide; 

iVi.(2-{2-[4-amino-2-propyl-6,7-dimefcyl-lJ?-imidazo[4 

yl]ethoxy} ethyl)propane-2-sulfonamide; 
15 iV-(2- {2-[4-ainino-2-propyl"6 J-dimethyl-lF-imidazo[4,5-^^ 

yl]ethoxy}ethyl)quinoline-8-sulfonamide; 
- iV'-(2-{2-[4-ainino-2-propyl-6,7-dimethyl4if-M 

methylmethanesulfonamide; 

iV^(2-{2-[4-ammo-2-propyl-6,7-dimethyl-li?-iim 
20 methylpropane-2-s\xlfonainide; 

iV'-(2-{2-[4-ainmo-2-propyl-6J-dimethyl4iJ-iim 
methylquinoline-S-sulfonainide; 

i\r-(2- {2-[4-amino-2-piopyl-6-methyl-liJ'-Mdazo[4,5-c]pyridin-l - 
* yl]ethoxy}ethyl)methanesiilfonamide; 
25 iV^(2-{244-aiiimo-2-propyl-6-me%14H-Mda2» 

yl]eflioxy}efhyl)propane-2-sulfonamide; 

7/-(2-{2-[4-amino-2-propyl-6-metJiyl-ljF^M 

yl]ethoxy}etliyl)qumoline-8-sulfonainide; 

^.(2.{2-[4-ammo-2-propyl-6-methyl-lH-Mda2M)K 
30 methylmethanesulfonamide; 

iVK2-{2-[4-amino-2-piopyl-6-methyl4H-inudazo[4^ 

methylpiopane-2-sulfonamide; 
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JV-(2-{2-[4-ainino-2-propyl-6-me%l-lif-imidazo[4,5^^^^ 

methylquinoline-S-sulfonamide; 

iV-(2- {2-[4-aniino-2-methoxyethyl-6-meth)i-ljy-imi<^ 

yl]ethoxy}ethyl)methanesulfonamide; 
5 iV^(2-{2-[4-amino-2-metlioxyBthyl -6-mefhyl4H-iinidazo[4,5-c]pyridiii-l- 

yl]efhoxy} ethyl)propane-2-sulfonaimd6; 

iV^(2-{2-[4-ainino-2-methoxyBthyl -^-mefcyl-lH^^ 

yI]ettioxy} efhyl)quinoline-8-sulfoiiamide; 

JV^(2-{2-[4-ammo-2-methoxyethyl -6-methyl-lH-im 
10 yl]ethoxy}ethyl)-iV'-mefhyImethanesulfo 

JV^(2-{2-[4-amino-2-me(hoxye1hyl -6-me1hyl4Jy-^ 

yl]ethoxy}ethyl>JV'-methy^propane-2-sul&n^ 

i\^-(2-{2-[4-anMno-2-metihLOxyethyl -^-me^l-lff-^ 

yl]ethoxy} ethyl)-J^-methylqirinolme-8-sulfonamide; 
1 5 J\r-(2-{2-[4-ammo-2-(cyclopropyle1hyl)-6-me1iiyl- 

yl]ethoxy} ethyl)methanesiilfonaimde; 

JV'-(2-{2-[4-ammo-2-(cyclopropylethyl)-6-methyl-l^f-m^ 

yl]ethoxy} ethyl)propane-2-sulfonaniide; 

iV^(2-{2-[4-amino-2-(cyclopropylethyl)-6-methyl-lJtf^ 
20 yl]etIioxy} ethyl)quinoline-8-sulfonamide; 

iV'-(2-{2-[4-amino-2-(cyclopropylethyl)-6-metJiyl-17y-i^ 

yl]ethoxy} ethyl)-i\r-methylmethanesuIfonaimde; 

JV*-(2-{244-ammo-2-(cyclopropyle1hyl)-6-methyl-lif-i^ 

yl]ethoxy} ethyl)-iV'-metliylpropane-2-sulfoiiamide; 
25 i\r-(2-{2-[4-ainino-2-(cyclopropyle1hyl)-6-methyl-lJy^ 

yl]ethoxy} e11iyl)-iV'-methylquinolme-8-stilfonamide; 

2-butyl-l-{2-[3<l,l"dioxidoisothiazoUdm-2-yl)propoxy]ea^^ 

imidazo[4,5-<:]pyridin-4-aimne; 

l-{2-[3-(14-dioxidoisotMazoUdin-2-yl)propoxy]ethyl} 
30 lJy-inuda2»[4,5-c]pyridin-4-aimiie; 

l-{2-[3-<14-dioxidoi8othiazoKdm-2-3d)pix)poxy]eth;^}-2-(mea 

lJ?-umdazo[4,S-c]p^djn-4-aiDine; 
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2-(<7clopropylmethyl)4-{2-[3-(14-dioxidoisolMa2olidin-2-yi^^^ 
dimeth3d-ljff-iimdazo[4,5-c]pyridm-4-amme; 

2Kcyclopropylefliyl)-l-{2-[3<l,l-^oxidoisothiazoUdm-2-yl)piopoxy]elhyl}-6J 

dimettiyl-lfl^imdazo[4,5-c]pyridm-4-amme; 
5 i-{2-[3-(l,l-dioxidoisotbiazoUdm-2-yl)propoxy]ethyl}-6J-^ethyl-2-pr^^^ 

iniidazo[4,S-^]pyridm-4-amiiie; 

l-{2-[3<ia-dioxidoisotiuazoUdm-2-yl)piopoxy]efliyl}-6J--d^ 
iimdazo[4,5-c]pyridin-4-aiiime; 

1- {2-[3-(l,l-dioxidoisothia2olidin-2-yl)propoxy]ethyl}-2,6,7-trimethyl^^^ 

10 c]pyridin-4-aniine; 

2- lwtyl4-{2-[3-(14-KUoxidoisolJuazoUdm-2-yl)propoxy]ethyl}-6-metii^^ 

c]pyridin-4-ainine; 

l-{2-[3<14-dioxidoisolMazoUdm-2-yl)propoxy]efihyl}-2Kethoxy^ 

iimdazo[4,5-c]pyridi]i-4-amine; 
15 l.{2-[3<l,l-dioxidoisothiazoUdm-2-yl)piopoxy]ethyl}-2<me«hoxye1hyl>^^^ 

iimdazo[4,5-c]pyridin-4-amine; 
- 2-(cyclopropylmethyl)4-{2-[3Kl,l-dioxidoisolMazoUdin-2-yl)propoxy]eth^^ 

lB-imidazo[4,5-c]pyridin-4-amiiie; 

2Kcyclopropylethyl)4-{2-[3-(l,lHHoxidoisolMazoUdin-2-yi)propoxyletiiyl}-6-me&^^^ 

20 lff-iinidazo[4,5-c]pyridin-4-amine; 

l.{2-[3-(l,lwUoxidoisothiazoUdin-2-yl)propoxy]ethyl}-6-methyl-2-propyl-l^^ 

inudazo[4,5-c]pyridin-4-amine; 

l-{2-[3K14-<HoxidoisolMazoUdm-2-yl)propoxy]e1hyl}-6-methyl-2-ethyl4ff-im 
c]pyiidin-4-aiiune; 

25 l.{2-[3Kl,l-dioxidoisolMazoUdm-2-yl)propoxy]ethyl>-2,6-dimethyl4iy-^ 
c]pyridm-4-amme; 

l-[2-<benzyloxy)ethyl]-2-butyW,7Hiimethyl-lff-inudazo[4,5-c]pyri 
l-[2<ben2yloxy)ethyl]-2<cyclopropytoethyl)-6J-dimeft^^^ 

amine; 

30 l.[2<benzyloxy)ethyl]-2,6-dimeiliyl4H-Mdazo[4,5-c]pyridm-^ 
l-[2<benzyloxy)ethyl]-6-me1hyl-2i)ropyl-lJy-iinida^ 
^[2-(bcozyloxy)elhyl]-2-(etlloxymethyl)-6-mefllyl4H-Mda^»[4^ 
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l-[2Kbenzyloxy)ethyl]-2-butyl-6-me%14//-imidazo[4,5-c]pyridin-4-ainm 

1- [2-(benzyloxy)ethyl]-2-(cyclopropylmethyl)-6-methyl4H-iim^ 

amine; 

6J-dimethyl4-[2-(3-phenylpropoxy)e<iiyl]-2-propyl4F-iim 
5 2<cyclopropylmethyl)-6JsJimethyl4-[2K3-pheaylpropoxy)e&^^ 
c]pyridin-4-ainine; 

2,6-dimelhyl-l-[2<3-phenylpropoxy)ethyl]-lif-imidazo[4,5<:]pyrid^ 
2,6^Jimeayl4K2-{[(2£)-3-phenylprop-2-eQyl]oxy}efcyl)-lH-mito 

amine; 

10 2,6-dimethyl-l-{2-[(3-phenylprop-2-ynyl)oxy]ethyl}-lH-iimdazo[4,5-c]p^ 
6-methyl4-[2<3-phenylpropoxy)efliyl]-2-pK)pyl-lH-iimdazo[4,5-c]^^ 

2- (cyclopropy]meth.yl)-^niethyl4-[2K3-ph<my^ropoxy)elJiyi]-li^^ 

4-anune; 

6J-^ethyl-2-propyl-l-[2<3-pyridin-3-ylpropoxy)e11iyl]-lJi^iimto 
IS amine; 

2<cyclopropylmethyl)-6J-dimethyl-l-[2-(3-pyridin-3-ylpropoxy^ 
c]pyridin-4-amine; 

2,6-ciimethyl-l-[2<3-pyridin-3-ylpropoxy)ethyl]-lH-iimdazo[4,5-c]pyridm^ 
2Kethoxymethyl>6-methyl442<3-pyridin-3-ylpropoxy)ethyl]4H-imidazo[4,5-c]p^ 

20 4-amine; 

6-methyl-2-propyl4-[2K3-pyri(iin-3-ylpropoxy)ethyl]4H-inudazo[4,5-c]pyrid^ 
2<cyclopropylmethyl)-6-methyl-l-[2-(3-pyridin-3-ylpropoxy)ethyl]-lZ^iM 

c]pyridin-4-amine; 

6J-dimethyl-2-propyl4-{2-[3-(U-thiazol-2-yl)propoxy]e%l}-lH-imidazo[4,^ 

25 c]pyridin-4-aniine; 

6J-dimethyl-2-propyl4-[2-(3-pyrimidym-5-yipropoxy)ethyl]-li^^ 

amine; 

6-methyl-2-propyl-l-{2-[3-(U-tMazol-2-yl)propoxy]ethyl}-lH-iim^^ 
amine; 

30 6-methyl-2-propyl-l-[^(3-pyrimidin-5-y^ropoxy)ettiyl]4fr-M 
amine; 
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6,7-dimethyl-2-propyl-l-[2-(3-pyriniidm-2-ylpropoxy)ethyy^ 
avaias; 

6,7^Jimeth5d-l-[3<methyltlrio)piopyl]-liy-imidazo[4,5-c]pyridm^ 

2A7-trimefliyl-l-[3-(inethyltMo)propyi]4if-Mdazo[4,5-c]pyridin^ 

2-eihyW-dimefliyl-l-[3-(methylthio)propyl]-lH-iimdazo 

6J-Kiimethyl-l-[3-(metliyltbio)propyl]-2-propyl-lf^inuto 

2-1ratyl-6J-^ethyl-H3<methyllMo)propyl]-lf?-mddaro[4^ 

2-eaioxymethyl-6J-^ethyl-l-[3-(meaiyilMo)propyl]-li^im 

amine; 

2-mel3MJxyethyl-67-dime11iyl-l-[3KmethyllWo)propyl]-lif-iim 
amtne; 

2-cyclopiopylmethyW-<Mmethyl4-[3-<methylthio)propyl]4if^ 
amine; 

6J-dimethyl-l-[3<melhylsolfonyl)propyl]-lH-inudazo[4,5<^^^ 

2,6J-trimethyl4-[3Knietiiylsulfonyl)propyl]-lir-iimda2»[4^-c]pyri 

2-ethyl-6,7-dimethyi-l-[3-(methylsulfonyl)propyl]-lif-imidazo[4,5-c]pyrid^ 

6J-Hiime%l-l-[3<methylsulfonyl)propyl]-2-propyl4H-inudazo[4,5-c]pyri(^ 

2-butyl-6,7-4imetkyl-l-[3<methylsulfonyl)propyl]-liy-imidazo[4,5-c]py^ 

2-e1hoxyme1hyl-6,7Hiimeth3d-l-[3<metliylsulfonyl)propyl]4H-iDd 

amine; 

2-methoxyethyl-6,7-^ethyl-l<3-<methylsulfonyl)propyl]-lif-imidazo[^^ 
amine; 

2-<;yclopropylmethyW-dime11iyl-l-[3Kmethylsulfonyl)propyl]-lif-^ 
c]pyridin-4-amine; 

6J-dimethyl-l-[3-(methylsulfinyl)pix>pyl]4/f-imidazo[4,5-c]pyridin-4-anm 

2,6,7-trimethyl4-[3Kmethylsulfinyl)piopyl]4H-imidazo[4,5-c]pyridin^ 

2-^yl-6J-dimethyl4-[3Kmeihylsulfinyl)propyl]4ff-imidazo[4,5-c]pyri 

6,7-dimelhyl-l-[3-(mettiylsulfinyl)propyl]-2-piopyl4H-imidazo[4,5-c^^ 

2-bvrtyl-6,7-djmetiiyl-l-[3-(meth3dsulfinyI)propyl]4H-imi^ 

2-efhoxymethyWHiimethyM-[3<methylsulfinyl)propyl]4f^^ 

amine; 
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2-methoxyethyl-6,7-dimethyl4-[3-(metliylsulfinyl)propyl]4H-iniLdazo[4,5 
amine; 

2-cyclopropylmetiiyl-6,7-dimetiiyl-l-[3-(methylsulfinyl)prop 
c]pyridin-4-amine; 

6,7-dimethyl4-[3-<phenyllWo)pr()pyl]4/^Mdazo[4^-c]pyridin-4-^ 
2A7-ttraiethyl4-[3-(phenylthio)propyl]-li^iimdazo[4,5 
2-efcyWHiimettiyl-l-[3-(phenyltoo)propyl]-lJ?-iiiiid^ 
6J-dimefliyl4-[3-(phenylMo)propyl]-2-piopyl4jy-iimdazo[^^ 

2-butjd-6J-Kiimethyl-l-[3-(phen)ltMo)prop34]-lff-iim 
2-ethoxymethyl-6J-dimethyl-l-[3-(phenyltWo)propyl]-l/^iimto 

amine; 

2-meflioxyethyl-6J-dimeihyl-l-[3-(phenylMo)propyl]4H-imidazo[4,5<:]^ 
amine ; 

2-cyclopropylme1iyl-6,7-dimethyl4-[3-(pheayllWo)propyl>l/r-iiiiidazo[4^^^ 
amine; 

6J-dime1hyl4-[3-(phenylsulfonyl)propyl]4if-inudazo[4,5-c]pyridin-4^ 

2,6J-trime%l-l-[3-(phenylsiilfonyl)propyl]-liy-imidazo[4,5-c]pyridm 

2-e%l-6J-dimethyl-l-[3-(phenylsvilfonyl)propyl]-lH-imidazo[4,5-c]pyridin-4^ 

6,7-dimethyl-l-[3-(phenylsulfonyl)propyl]-2-propyl4F-imi(iazo[4,5-c]pyridin-^ 

2-butyl-6J-dimelliyl-l-[3-(phenylsulfonyl)propyl]-lF-imidazo[4,5-c]pyridi^^ 

2-^tiu)xymethyl-6jKlimethyl4-[3-(phenylsulfcm.yl)propyl]-lH^ 

amine; 

2-methoxyethyl-6,7<limethyl-l-[3-Q)henykulfonyl)propyl]-lif-i^ 
amine; 

2^5yclopropylmefliyW,7-dime%l-l-[3-(phenylsulfonyl)piopyl]-lff-imito 
c]pyiidin-4<amine; 

6,7-dimefliyl-l-[3-(phenylsulfinyl)propyl]-12f-imidazo[4,5-<!]py^ 

2A7-trimethyl-l<3-(phenyl8ulfinyl)propyl]-lH-imidazo[4^-c^ 

2-«thyW-dime&yl-l-[3-(phenylsulfinyl)propyl]-lH-imi 

6,7-dime&yl-l-[3^phenylsiJlfinyl)propyl]-2-piopyl-lff-iniidazo[4,5 

2-butyW^Jimethyl-l-[3-(phenylsulfinyl)propyl]-lH-imidazo[4,5-c]py^ 
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2-<thoxymethyl-6J-dimethyl-l-[3-(pheaylsulfinyl)propyl]-li?-Mdazo[4,5-c^ 
amine; 

2-methoxyBth)d-^,7-<lime%14-[3-(phenylsulfinyl)propyQ 
amine; 

5 2Kjycloim)pylmethyWJ-dime1iiyl-l-[3-<phenylsalfinyl^ 
c]pytidin-4-amine; 

6jHiime%l-l-[3<pyrinudin-2-yllMo)propyl]4i^inu^ 
2,6J-trimelhyl-l-[3-<pyrairidinr2-yl1too)im)pyl]4H-inudazo[4,^ 
2'*thyl-6J-Hlimethyl-l-[3-ft)yriniidin-2-yithio)piopyl3-l£r-in^ 
10 6jHJimetiiyl-l-[3-(pyrimidin-2-yllMo)propyl]-2-propyl4ff-i^ 
amine; 

2-butyl-6J-dimethyl-l-[3-(pyrinudin-2-yUthio)piopyl]-li^^ 
amine; 

2-ethoxymethyl-6J-dime1iiyl-l-[3-(pyiinndin-2-ylthio)propyl]-lff-inu 
15 4-amine; 

2-methoxyethyl-^J-(iimethyl4-[3-(p)ramdin-2-ylthio)propyl]- 
4-amine; 

2-cyclopropylmethyl-^J-dimethyl4-[3-<pyriimdin-2-yltMo)propyl]4H-^ 

c]pyridin-4-ainine; 
20 6J-^ethyl-l-[3-(pyrimidin-2-ylsulfonyl)propyl]4/^imida2»[4^ 

2,6,7-tiime%l-l-[3-(pyriinidin-2-ylsulfonyl)propyl]4if-imidazo[4,5-^^ 
2-e1]iyl-6,7-dimethyi4-[3-(pyrimi(iin-2-yl8ulfonyl)propyl]-lff-inn^^ 

amine; 

6J-^ediyl-l-[3-(pyrinaidin-2-ylsulfonyl)propyl]-2-propyl-m-im 
25 amine; 

2-biityl-6J-dimethyl-l-[3-<pyrimidin-2-ylsulfonyl)pia^ 
amine; 

2-ethoxymethyl-^,7-<ymethyl-l-[3-(pycimidin-2-ylsulfimyl)^ 
c]pycidin-4-amine; 
30 2-meliioxyethyl-6,7-dimettiyl-l-[3-(ipyrimidin-2-yIsulfenyi^ 
c]pyddin-4-amine; 
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2-cyclopiopylmethyl-^,7-dime%14-[3-(pyriinidm-2-yl8utf^ 
c]pycidm-4-aiDine; 

6J-^imetiiyl4-[3-(pyrimidm-2-ylsulfinyl)propyl]4ff^ 
2,6J-trimethyl-l-[3-(pyrinudin-2-yIsulfinyl)piopyl]4ff-im 
5 2-elhyW-Kiimethyl4-[3-(pyrinudiii-2-ylsuIfinyl)^ 
amine; 

6J-^ethyl4-[3-(pyrinudin-27ylsnlfinyl)piopyl]-2-propyl-ll^^ 
amine; 

2-butyWJ-^ethyl4-[3-(pyrinudin-2-ylsulfinyi)pro^ 
10 amine; 

2-eflioxymethyl-6J-^e%l-l-[3-(pyrimidin-2-ylsuIfinyl)propyl]-l/r^ 
c]pyridin-4-amine; 

2-methoxyethyl-6,7-dime1hyl-l-[3-(pyrinudin-2-ylsiilfinyl)iw»p 
c]pyridin-4-ainiae; 

15 2-cyclopropylmethyl-6J-<iimethyl4-[3-(pyrinudin-2-ylsulfimyl)propyl]-lff-^ 

c]pyridin-4-amine; 
- l-[3-(butylthio)propyl]-6J-dimelhyl4if-imidazo[4,5-c]pyridin-4-am^ 
l-[3-(butyltMo)propyl]-2,6J-trimethyl4jy-imidazo[4,5-c]pyridin-4-anm 

1- [3-(butylthio)propyl]-2-ethyl-6,7-dimethyl-lff-imidazo[4,5-c]pyridin-4-aj^ 
20 l-[3-(butyltMo)propyl]-6J-dimethyl-2-propyl-l/f-imidazo[4,5-c]pyridin-4-ain^ 

2- butyl4-[3-(butyllMo)propyl]-6J-dimethyl-liy-imidazo[4,5-c]pyridin-^ 
l-[3-(butylttuo)propyl]-2-elJioxyme%l-6J-dimethyl4H-imidazo[4,5w;]pyridi^ 
l-[3-(butyllMo)propyl]-2-meteyethyl-6,7-dimethyl-lJy-iinid^ 
l-[3<butjdMo)prc^yl]-2-cyclopropytoeaiyl-6J-dimethyl-ljff-in^^ 

25 amine; 

l-[3<butylsulfonyl)prop3d]-6J-^elliyl-lfr-imidazo[4,5-c]pyr^ 
l-[3-<butylsulfonyl)piDpyl]-2,6,7-trime&)d4H-imidazo[^^ 
l-[3-(butylsulfonyi)piopyl]-2-«ayl-6J-dimethyi4jff-imidazo[4^^^ 
l-[3-(butylsiilfon:^)prop)d]-6jH3ime%l-2-propyl-lJy-imid^ 
30 24jut^-l-[3-(butylsuIf(m^)pn)pji]-6J-dimelliyl-lH-i^ 

l-[3<butyl8ul&nyl)piopyl]-2-<thoxymeth^-6,7-dimetiiyl-l^^ 
amine; 
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l-[3-(butylsulfonyl)propyl]-2-methoxyethyl-6,7-dimethyl-lH^ 
amine; 

l-[3-(butyIsulfonyl)propyl]-2-cyclopropylmethyl-6.7-dim 
4-ainine; 

5 l.[3-(butylsulfinyl)propyl]-6,7-dimeihyl4H-Mdazo[4,5-c]pyridm-4-ai^ 
l-[3-(butylsulfinyl)propyl]-2,6J-trimelhyl-m-M 
l-[3<butylsulfinyl)propyl]-2-eliiyl-6,7-dimethyl-lff-iinidazo[4,5 

1- [3-(but3dsulfinyl)propyl]-6,7-dimdhyl-2-propyl-l/^^ 

2- butyl-H3<butylsulfinyl)propyl]-6,7-dimelhyl-lfrMda^^ 
10 l.[3-(butylsulfinyl)propyl]-2-^xymethyl-6J-<lime^^^ 

aDoine; 

l-[3-(butylsulfinyl)propyl]-2-methoxyethyl-6J-diinethyl-lH-B^ 
amine; 

l-[3-(butylsulfinyl)piopyl]-2-cyclopiopylmeliiyW-^e&yl4fr-indto 
15 4-amine; 

l.{3.[(2,4-dicWorophenyl)thio]propyl}-6,7-dimethyl4H-imidazo[4^-c]pyridin 
- 1- {3-[(2,4-dicmoropheQyl)tUo]propyl}-2,6,7-trimefliyl-lfr-inMda^ 
amine; 

l-{3-[(2Adicmorophenyl)tMo]propyl}-2-ethyl-6J-dimethyl4/f-iinidazo[4.5-^^^ 
20 amine; 

1- {3-[(2^dicWoropheQyl)tMolpropyl}-6,7-dimethyl4-propyl-lH-inudazo[^^ 
4-amine; 

2- butyl-l-{3-[(2,4-dicmoiophenyl)tluo]propyl}-6J-dimethyl-l/f-^ 
amine; 

25 l.{3-[(2,4-<UcWorophenyl)Mo]propyl}-2-ethDxymethyl-6J-dimetiiyl-li^^ 
c]pyridin-4-amine; 

l-{3-[(2,4-dichloiophenyl)thio]piopyl}-2-mefcoxyethyI-6J-dimethyi-l^^ 
c]pyridin-4-amuie; 

1- {3-[(2,4-dicMorophenyl)JMo]propyl}-2<!yclopropylme11ij*-6 J-dim^^ 

30 imidazo[4,5-c]pyridin-4-amane; 

l-{3-[(2,4-dicMorophenyl)sulfonyl]propyi}-6J-dimethyl-lH-imi^ 

amine! 
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l-{3-[(2,4-dicmorophenyl)sulfonyl]propyl}-2,6,7-to^^ 
amine; 

1- {3-[(2,4-dicmorophenyl)?ulfonyl]propyl}-2-ethy^^ 

c]pyridin-4-ainine; 
5 i.{3.[(2,4-dicmorophenyl)sulfonyl]propyl}-6J-^ 

c]pyridin-4-ainine; 

2- butyl-l-{3-[(2,4-dicMorophenyl)sul^^ 
c]pyridin-4-aimne; 

l-{3-[(2,4-dicWoiophenyl)sulfonyl]propyl}-2-et^^ 
10 imidazo[4,5-c]pyridin-4-ainine; 

l-{3-[(2,4HJicmorophenyl)sulfonyl]propyl}-2-meto 

imidazo[4,5-c]pyridin-4-ainine; 

l-{3-[(2,4-dicMorophenyl)sulfonyl]propyl}-2H3yclopiopyto 

imidazo[4,5-c]pyridin-4-araine; 
15 l.{3-[(2,4-dicWorophenyl)sulfinyl]propyl}-^J-dame&^ 

amine; 

1- {3-[(2,4-dicmoropheayl)sulfinjd]propyl}-2,6 J-trimelhyl-lH-imito 
amine; 

- 1 - {3-[(2 Adicmorophenyl)sulfinyl]propyl}-2-ethyl-6 J-dimethyl-l^r-imida2o[4,5^ 

20 c]pyridin-4-amiQe; 

l.{3.[(2,4-(JicWorophenyl)sumnyl]propyl}-6,7-dimethyl-2-propyl4H-imidazo[^^^ 

c]pyridin-4-amine; 

2- butyl-l-{3-[(2,4-dicMor(q)henyl)sulfinyl]propyl}-6,7-dimethyl-li/-im 
c]pyridin-4-amiae; 

25 l.{3^(2,4KHcWorophenyl)sulfinyl]propyl}-2-*thoxymethyW-dimethyl-lH^ 
imidazo[4,5-c]pyridin-4-amine; 

l-{3-[(2,4-dicWorophenyl)sulfibayl]propyl}-2-meflioxyethyl-6,7-dimethyl^ 
imidazo[4,5-c]pyridin-4-anune; 

l-{3-[(2,4-dichl<m>pheayl)sulfimyl]propyl}-2H;yclopropylme1hyl-6J- 

30 inudazo[4,5-c]pyridiQ-4-ainine; 

l-{3-[(2,4-difluoiDphenyl)lMo]propyl}-6,7-^ethyl-lH-iimdazo[^^ 
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1. {3-[(2,4-dmuorophenyl)tMo]propyl}-2,6,7-trime&^^^ 
amine; 

2. ethyl-l-{3-[(2,4-difluorophenyl)lMo]propyl}^^^^ 
amine; 

1- {3-[(2^difluorophenyl)tMolpropyl}-6,7-dimeaiy^^^^ 
4-amine; 

2- butyl-l-{3-[(2,4-(UfliK)rophenyl)tMo]prcq^ 
amine; 

2-ethoxymethyl-l-{3-[(2,4-difluoropheayl)thiol^ 
c]pyridin-4-amine; 

1- {3-[(2,4-difluorophenyl)tMo]propyl}-2-methoxyeA^^^ 
c]pyridin-4-amine; 

2- cyclopropylmethyl4-{3-[(2,4-difluorophenyl)^^ 
imidazo[4,5-c]pyridin-4-amine; 

1- {3"[(2,4-difluorophenyl)sulfonyl]propyl}-6J-dimethyt 

amine; 

l.{3-[(2^difluorophenyl)sulfonyl]propyl}-2,6J-trm 
amine; 

2- ethyl4-{3-[(2,4-dmuoiophenyl)sulfonyl]propyl}-6J-d^ 
c]pyri<iin-4-ainine; 

l.{3-[(2,4-difluorophenyl)sulfonyl]propyl}-6J-dm 
c]pyridin-4- amine; 

2-butyl-l-{3-[(2,4-difluorophenyl)sulfonyl]propyl}-6,7-^ 
c]pyridin-4-amine; 

2-^thoxymethyl-l-{3-[(2Adifluoroplienyl)si^^ 
iniidazo[4,5-c]pyiidin-4-amine; 

1- {3-[(2,4-difluorophenyl)sulfonyl]propyl}-2-me&^ 
imida2X)[4,5-c]pyridin-4-amine; 

2- cyclopropylmetliyl-l-{3-[(2Adifliwiophenyl)s^^ 
imidazo[4,5-c]pyridin-4-anmie; 
l-{3.[(2A<iiflTioroplienyl)sulfinyl]propyl}-6J-^ 

amine; 
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1- {3-[(2,4-difluorophenyl)sulfinyl]propyl}-2,6J-trime%l-lir-imida2o[4,^ 
amine; 

2- ethyl-l-{3-[(2,4-dMuorophenyl)sulfinyl]propyl}-6J-dimethyl-lH-imidazo[^^ 
cjpyridii^ainine; 

1- {3-[(2,4-dmuorophenyl)sulfinyl]pi»pyl}-6,7KJimethyl-2-propyl-lH^ 
c]pyridin-4-amine; 

2- butyl-l-{3-[(2,4-dmuoropheayl)sulfinyl]propyl}-4J-dime%l-12?^ 
c]pyridin-4-amme; 

2-ethoxymethyl-l-{3-[(2,4-dmuoiophenyl)sulfinyl]piopyl}-6,7-^ethyl-^ 
c]pyridin-4-amine; 

1- {3-[(2,4^Muorophenyl)sMlfinyl]propyl}-2-methoxye4hyW-^ 
c]pyridm-4-ainine; 

2- K5ycl(>propylmeliiyl-l-{3-[(2,4-difhKiiopheayl)sulfinyl]pn)pyl}-^ 
imidazo[4,5-c]pyridm-4-amine; 

7-meaiyl4-[3-(methyltluo)propyl]4Jy-Mdazo[4,5-c]pyridin-4-a^ 

2J-^ethyl-l-[3Kniethylthio)propyl]-lH-Mdazo[4,5-<:]pyridm-4-an)m 

2-e1hyl-7-methyl-l-[3-(met]iyllWo)propyl]4ff-imidazo[4,5-c]pyri^ 

6J-dimethyl-l-[3<methyltWo)propyl]-2-propyl4Jy-iinidazo[4,5-c]pyridm 

2-butyl-7-me1hyl-l-[3-(methylthio)propyl]4/f-imidazo[4,5-c]pyridm 

2-ethoxymethyl-7-meliiyl-l-[3<methylMo)propyl]-liy-iimdazo[4,5-c]pyri 

2-methoxyethyl-7-methyl-l-[3<methylthio)propyl]-lff-imidazo[4,5-c]pyridm 

2-cyclopropylmethyl-7-methyl-l-[3Kmethylthio)propyl]-lif-inudazo[4,^ 

amine; 

7-methyl4-[3<me1hylsulfonyl)propyl]-lif-inudazo[4,5-c]pyridin-4-airm 

2,7-dimethyl-l-[3<methylsulfonyl)propyl]-lH-imidazo[4,5-c]pyridin-4-amine; 

2-ethyl-7-methyl-l-[3-(methylsulfonyl)propyl]4H-imidazo[4,5-<:]pyridin-^ 

7-me&yl4-[3-(methylsulfonyl)propyl]-2-propyl-lH-imidazo[4,5-c]pyri^^ 

2-butjd-7-me&yl-l-[3-(methylsulfonyl)propyl]4ff-imidazo[4,5-c]pyridin-4-a^ 

2-eihoxymelhyl-7-methyl-l-[3-(methylsulfonyl)propyl]-lff-imidazo 

amine; 

2-methoxyethyi-7-meaiyl4-[3-(methylsulfonyl)propyl]-lH-inudazo[^^ 
amine; 
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2-cyclopiopylmethyl-7-methyl-l-[3Kmethykulfonyl)pn)pyl]4H-imidazo 
amine; 

7-methyl-l-[3-(methylsulfinyl)propyl]4H-imidazo[4,5-c]pyridm-4-ainm 
2J-^ethyl-l-[3<methylsalfinyl)propyl]4fr-imidazo[4,5-c]pyridm 
5 2-ethyl-7-methyl4-[3Kmethylsulfinyl)propyl]4ff-miidazo[4,5-c^ 

7-me&yl4-[3<me&ylsulfinyl)propyl]-2-propyi-liy-Mdazo[4,5-c]pyridi^ 

2-butyl-7-methyl-l-[3<methylsulfinyl)propyi]-lJy-iimdazo[4^-^^ 

2-«thoxymefhyl-7-melliyl4-[3<meaiylsulfinyl)propyl]-l^^ 

amine; 

10 2-methoxyethyl-7-methyl4-[3-(melhylsulfinyl)propyl]-Uy-inute^ 
amine; 

2-cyclopropyhnethyl-7-meihyl4-[3<methyisulfinyl)propyl]-lH-i^ 
amine; 

7-methyl-l-[3-(phenyllMo)propyl]-lH-iinidazo[4^<]pyridin-4-am^ 
15 2,7-dimethyl-l -[3-(phenyltMo)propyl]4jy-imidazo[4,5-c]pyridin-4-amine; 

2-ethyl-7-me%l-l-[3-(phenyl11iio)propyl]4H-imidazo[4.5-c]pyridin-4-anim 
- 7-methyl-l-[3-(phenyltMo)propyl]-2-propyl4i^inudazo[4,5-c]pyridin-^ 

2-butyl-7-me11iyl-l-[3-(i)henylMo)propyl]4H-imida2»[4,5-c]pyridin-^ 

2-ellioxymethyl-7-me1iiyl-l-[3-(phenyltMo)propyl]4/f-iimdazo[4,5-c]pyridin 
20 2-methoxyethyl-7-methyl-l-[3-(phenyllMo)propyl]4i?-imidazo[4,5-c]pyridin-^ 

2-K;yclopn)pylmethyl-7-methyl4-[3-(phenylthio)propyl]-l/f-imidazo[4,5^^^^ 

amine; 

7-methyl-l-[3-(phenylsiilfonyl)propyl]4ir-imidazo[4,5-c]pyridin-4-air^ 
2,7-dime&yl4-[3-<phenylsvilfonyl)propyl]4i?-iimdazo[4,5-c3pyridin-4-anm 
25 2-ethyl-7-mefliyl-l-[3-(phenylsulfonyl)propyl]4H-imidazo[4,5-c]pyridi^ 
7-methyl-l-[3-(phenylsulfony^iopyl]-2-piopyl4H-imidazo[4,5-c]^^ 
2-butyl-7-melhyI-l-[3-(phenylsMlfonyi)propyl]-lf^imidazo[4,5-c]py^ 
2-«thoxymethyl-7-melhyl-l-[3Kphenylsulfonyl)propyl]4H-imidazo[4,5^^^ 

amine; 

30 2-methoxyethyl-7-niefliyi-l-[3-(phenylsulf(myl)piopyl]4fr-^ 
amine; 
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2-cyclopropylmethyl-7-methyl-l-[3<phenylsulfonyl)propyl]-lH^^ 

amine ; 

7-methyl4-[3<phenybulfinyl)propyl]4H-iinidazo[4,5-c]pyridin-4-a^ 
2,7-dimethyl-l-[3-(pheiiylsulfinyl)propyl]-lH-iimto 
5 2-€thyl-7.methyl-l-[3-(pheayl8ulfinyl)propyl]4H-mu 
7-methyl4-[3.(phenylsul£myl)prqpyl]-2-propyl4^^um 
2-bu1yl-7-methyl4-[3-(phenylsulfinyl)propylhlH-miidazo[^^^ 
2-ethoxymethyl-7-methyl-l-[3-(phmyisulfinyl)propyl]-lH-^ 

amine; 

10 2-methoxyethyl-7-methyl-l-[3-(phenylsulfinyl)piopyl]4H-im 
amine; 

2-<yclopropylmethyl-7-methyl-l-[3^phenylsulfinyl)propyl]-lH-M 
amine; 

7-methyl-l-[3-(pyrinudin-2-ylthio)propyl]4H-inridazo[4,5-c]pyridii^ 
15 2J-dimethyl4-[3-(pyrinudin-2-ylthio)propyl]4fr-imidazo[4,5H;]pyrid^ 
2-ethyl-7-methyl-l-[3-(pyrinudin-2-ylMo)propyl]4H-imidazo[4,5-cte^ 
- 7-methyl-l-[3-(pyriimdin-2-yllMo)propyl]-2-propyl-lH-imidazo[4,5-^^ 
2-butyl-7-methyl-l-[3-(pyrimidin-2-yUtWo)pTopyl]-lff-imidazo[4,5-c]pyrid^ 
2-ethoxymethyl-7-methyl-l-[3-(pyrimidin-2-ylthio)propyl]-lH-imidazo[^^^ 

20 amine; 

2-methoxyethyl-7-methyl-l-[3-(pyiinudin-2-ylthio)propyl]4f^^ 
amine; 

2-cyclopropylmethyl-7-methyl-l-[3-(pyrimidin-2-yltWo)propy^^ 

c]pyridin-4-amine; 
25 7.methyl-l-[3Kpyrinudin-2-ylsulfonyl)propyl]-lH-imidazo[4,5-^^ 

2J-dimethyl-l-[3-(pyrinudin-2-ylsulfonyl)propyl]4ff-inud 
2-ettiyl-7-methyl-l-[3-(pyrimidin-2-ylsulf(myl)propyl]-^^ 
amine; 

7-methyl4-[3-(pyrinudin-2-yi8aif<myl)propyl]-2-pto^ 
30 amine; 

2-butyl-7-mettiyl-l-[3<pyrimidin-^ylsulfimyl)propyl^^ 
amine; 
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2-ethoxymethyl-7-methyl-l-[3-(p)ramdm-2-ylsulfonyl)pro^^ 
4.amiae; 

2-methoxyelhyl-7-methyl-l-[3-(pyrimidm-2-ylsulf6nyl^^^ 
4-amine; 

5 2K5ycloiTOpylmethyl-7-methyM-[3-(pyrimidm-2-yls^^ 
c]pyridm.-4-amme; 

7-methyl4-[3-(pyriinidin-2-yisralfimyl)propyl]4ff-M 
2,7-dimethyl-l-[3-(pyrimidin-2-ylsulfinyl)propyl]-l/f-^ 
2-efliyl-7-methyl-l-[3-(pyTBmdin-2-ylsulfiny])propyq 
1 0 7-methyl4-[3-(pyriimdin-2-yl8ulfinyl)propyll-2-propyl-lf^i^ 
amine; 

2-butyl-7-me%i-l-[3-(pyrimidin-2-yl8ulfinyl)propyl]-lH-im 

2-e!lioxymetiiyl-7-me&yl4-[3-(pyrinudin-2-ylsulfinyl)propyi]-l^^ 

4-aniine; 

15 2-methoxyethyl-7-methyl4-[3-(pyrimidin-2-ylsvd£myl)propyl]-lH-inu 
4-amine; 

- 2-cyclopropy]methyl-7-methyl-l-[3-(pyrimidin-2-ylsulfinyl)propyl]-lf^imidaTO 
c]pyridin-4-amine; 

l-[3-(butyltMo)propyl]-7-methyl-lJ^'-imidazo[4,5-c]pyridin-4-amine; 
20 l-[3-(butyltMo)propyl]-2J-dimethyl-lJ?-inudazo[4,5-c]pyridin-4-amine^ 
l-[3-(butylMo)propyl]-2-ethyl-7-melhyl-lif-imidazo[4,5-c]pyridin-4-amine; 

1- [3-(butyltbio)propyl]-7-methyl-2-propyl-lff-imidazo[4,5-c]pyridin-4-amine; 

2- butyl-l-[3-(butyltMo)propyl]-7-melliyl-lif-imidazo[4,5-c]pyridin-4-amine; 
l-(3-(butylthio)propyl]-2-ethoxymethyl-7-me1iiyl-lH-imidazo[4,5-c]pyridin-4-amine; 

25 l-[3-(butyllMo)propyl]-2-methoxyethyl-7-metiiyl-lH-imidazo[4,5-c]pyridin-4-an^ 
l-[3-(butyithio)propyl]-2-cyclopropylmeflxyl-7-metliyl-lH-imdazo[4,5-c]pyri 

amin^ 

l-[3-(butylsulfonyl)propyl]-7-methyl-l/f-imidazo[4,5-c}pyridin-4-aniine^ 
l.[3-(butyi8ulfonyl)ptopyll-2,7-dimethyl-lH-imidazo[4,5-c]pyridin-4-amine; 
30 l-[3-(butjdsuljRmyl)propyl]-2-<%l-7-mettiyl-lJy-iimdazo[4,5-c]pyri 

1- [3-(butylsulfonyl)piopyl]-7-niethyl-2-propyl-lif-imida^ 

2- butyl-l-[3-(butylsulfonyl^?ropyl]-7-metii^-lH-imidazo[4,5-c]pyri 



96 



wo 03/103584 



PCT/US03/17659 



l-[3-(butylsulfonyl)propyl]-2-ethoxyme1iiyl-7-meth^^ 
l-[3-(butylsulfonyl)propyl]-2«methoxye%l-7-methyl-lff-^ 
l-[3-(butylsulfonyl)propyl]-2-cyclopropylmetiiyl-^^ 
amine; 

l-[3-(butylsulfinyl)propyl]-7-melJiyl4Jy-iim 

l.[3-(butylsulfmyl)propyl]-2J-dimethyl4iy-im 

l-[3-(butylsulfinyl)propyl]-2-ethyl-7-me%l-lJ?^ 

1- [3-(butylsulfinyl)propyl]-7-me11iyi-2-propyl4if-i^ 

2- butyl-l-[3-(butylsiilfinyl)propyl]-7-me1iiyl-lf^^ 
l-[3-(butylsulfinyl)propyl]-2-ethoxyme1hyl-7-mea^ 
l-[3-(bu1ylsulfinyl)propyl]-2-methoxyelhyW-^ 
amine; 

l-[3-(butylsulfinyl)propyl3-2-cyclopiopylmeth^^ 
4-amine; 

l-{3-[(2,4-dicUorophenyl)tluo]prop5d}-7-me%l-lif-inud^ 
l.{3.[(2,4-(KcMorophenyl)thio]propyl}-2J^iimethy 
l-{3.[(2,4-diclilorophenyl)thiolpropyl}-2-^thyl-7-methyl-l^^ 
amine; 

1- {3.[(2,4-dicmorophenyl)thiolpropyl}-7-me%l-2-propyl4^^ 
amine; 

2- butyl-l-{3-[(2,4-dicMorophenyl)tMo]piopyl}-7-me1hyl4i^^ 
amine; 

l-{3-[(2,4-dicMorophenyl)thio]propyl}-2-elhoxymethyl-7-methyl^ 
c]pyridin-4-anmie; 

l,(3.[(2,4-dicMorophenyl)lMo]propyl}-2-methoxyethyl-7-me1iiyl4^^ 
c]pyridin-4-aiDine; 

l.{3-[(2,4-dicWorophenyl)thio]propyl}-2-cyclopropyl^^ 
c3pyridin-4-amine; 

l-{3-[(2,4-dicMorophenyl)sTilfonyl]propyl}-7-met^^ 

l-{3-[(2A(ficmorophenyl)sulfonyl]propyl}-2J-dto^^^ 

amine; 



97 



wo 03/103584 



PCTAJS03/17659 



l.{3.[(2,4-di(Morophenyl)sulfonyl]propyl}-2-ethyl-7-mdhyl-l/f-M 
4-ainiiie; 

l-{3-[(2,4-dicMoropheayl)sulf(myl]propyl}-7-me%l-2-propyl-lH-^ 
4-ainine; 

5 2-bTrtyl-l-{3-[(2,4-dichloiophenyl)sulfbnyl]propyl}-7-mefliyl-lf^ 
4-anime; 

l-{3-[(2,4Hii<Morophenyl)sidfaayl]propyl}-2-ethoxymea^ 
c]pyridin-4-amine; 

l-{3-[(2,4-dichlorophenyl)sinfonyl]propyl}-2-melhoxyethyl-^^ 

10 c]pyridin-4-anmie; 

l-{3-[(2,4-dicWorophenyl)sulfonyl]piopyl}-2-<5yclopropylmeih^^^ 

iinidazo[4,5Hr]pyridin-4-ainme; 

l-{3-[(2,4-dicWorophenyl)sulfinyl]piopyl}-7-methyl-lH-iimd^ 
l-{3-[(2^dicmorophenyl)sulfimyl]propyl}-2,7Hiimethyl4Jy-im 

IS amine; 

l-{3-[(2,4HiicMorophenyl)siilfinyl]propyl}-2-ethyl-7-me«hyl4i^ 
amine; 

l-{3-[(2,4-dicMorophenyl)sulfinyl]propyl}-7-nie%l-2-propyl-lH-imidaM 
4-amine; 

20 2-butyl4-{3-[(2,4KiicWorophenyl)sulfin)d]propyl}-7-methyl4Jy-inddazo[4,5-c^^ 
amine; 

1- {3-[(2,4-dichlorophenyl)sulfinyl]propyl} -2-ethoxymethyl-7-methyl-lff-imidazo[4,5- 
c]pyridin-4-ainine; 

l-{3-[(2,4-dicMoropheayl)sulfinyl]propyl}-2-methoxyethyl-7-methyl-lH-imidazo[4^ 

25 c]pyridin-4-amine; 

l-{3-[(2,4-diclUorophenyl)sulfinyl]propyl}-2-cyclopropylmethyl-7-^ 

imidazo[4,5-c]pyridin-4-amine; 
l-{3-C(2,4-difluorophenyl)lMo]pwq)yl}-6-mefliyl-lH-inud 
l-{3-[(2,4-difluoioplienyl)lMo]piopyl}-2J-dimethyl-lir-inudazo[4,5 
30 2-ethyl-l-{3-[(2,4-dmuoroplienyl)thio]propyl)-7-metliyl-lH-im 
amine; 
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1- {3-[(2,4^fliiorophenyl)thio]piopyl}-7-methyl-2-propyi-m-imidazo[4^ 
amine; 

2- bu1yl4-{3-[(2,4-difluorophenyl)tMo]piopyl}-7-methyl4Jf-iinidazo[4,5^^^ 
amine ; 

5 2-elhox3methyi-l-{3-[(2,4-dmu(m>phenyl)lMo]propyl}-7-me%U 
c]pyridin-4-ainine; 

l-{3-[(2,4-difhioiophenyl)l3uo]piopyl}-2-meflioxydhyl-7-meth^ 
c]pyridin-4-ainine; 

2K5yclopropy]me1iiyl-l-{3-[(2,4-(fifluoropheQyl)lMo]propyl}-^^^ 

10 c]pyridin-4-amine; 

l-{3-[(2,4-difhiorophenyl)sulfonyl]propyl}-7-meiaiyl-l^^ 

1- {3-[(2,4-diflucm)phenyl)sulfonyl]propyl}-2J-^ethyl4H-iimto 

amine; 

2- e%l-l-{3-[(2Adifluorophenyl)sidfonyl]propyl}-7-methyl-lH-raudazo[4,5^^ 
IS amine; 

1- {3-[(2^difluorophenyl)sulfonyl]propyl}-7-me%l-2-propyl-lir-iimdazo[4,5-c]^ 
4-aniine; 

2- butyl-l-{3-[(2,4-difluorophenyl)sulfonyl]propyl}-7-methyl4H-iimdazo[4,5-c]^^ 
amine; 

20 2-ethox5methyl4-{3-[(2,4-difluorophenyl)svilfonyl]propyl}-7-methyl4jy-imito 
c]pyridin-4-amine; 

1- {3-[(2,4-difluorophenyl)siilfonyl]propyl}-2-me1iioxyethyl-7-mefliyl-lH-im 
c]pyridin-4-amine; 

2- <;yclopropylmethyl-l-{3-[(2,4-difluorophenyl)sulfonyl]propyl}-7-melhyl-l^^ 

25 innidazo[4,5-c]pyridin-4-amine; 

l-{3-[(2,4-difluoiophenyl)sulfinyl]propyl}-7-methyl-lH-in)idazo[4,5-c]pyri 

1- {3-[(2,4-(MTOrophenyl)sulfinyl]propyl}-2J-dimethyl-lfr-imida^ 
amine; 

2- ethyl4-{3-[(2,4-difluorophenyl)sulfinyl]propyl}-7-meliiyl-lH-inuda^ 
30 amine; 

l.{3.[(2,4HMuorophenyl)sulfinyl]propyl}-7-methyl-2-piopyl-lfr-in^ 
4-amine; 
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2-butyl-l-{3-[(2,4-dmuorophenyl)sulfinyl]propyl}-7-methyl4i?-im 
amine; 

2-ethoxymethyl-l-{3-[(2,4-dmTOrophenyl)sulfinyl]propyl}-7-m^^^ 
c]pyridin-4-aiiune; 

1- {3-[(2,4-difluorophenyl)sulfinyl]propyl}-2-methoxyeayl-7-^ 
c]pyridiii-4-amme; 

2H5yclopropylmethyl4-{3-[(2,4HMuorophenyl)sulfinyl]propyl}-7-m 
miidazo[4,5-c]pyridm-4-amine; 

6,7-dimethyl4-[4Kmelhylfluo)butyl]-lif-imidazo[4^-c]pyridin-4-an^ 
2,6,7-trimethyl-l-[4<me&yltlrio)butyl]-l/r-iinidazo[4,5^^ 

2- ^yl-^,7-dimethyl-l-[4Kmeslh3dtluo)butyl]4H-ijmdazo[4,5-c]^^ 
6J-dimethyl4-[4-(me%lthio)butyl]-2-propyM/^imidazo[4,5-c]pyri 
2-butyl-6,7-dimethyl4-[4-(methylthio)butyl]4Jy-iimdazo[4,5-c]pyridin^ 
2-ethoxyme1iiyl-6J-(iimethyl4-[4-(methylthio)butyl]-lH-muto 
2-methoxyethyl-6,7-dimethyl-l-[4-(methylthio)butyl]-lH-Mdazo[4,5-c]pyri 
2-cyclopropylmethyl-6,7-dimethyl-l-[4-(melJiyllliio)butyl]-lH-im 

amine; 

6J-dimethyl-l-[4-(methylsulfonyl)butyi]-lir-iimdazo[4,5-c]pyridin-^ 

2,6,7-trimethyl-l-[4-(methylsulfonyl)butyl]-liy-imidazo[4,5-c]pyridin-^ 

2-ethyl-6jHiimethyl4-[4-(methylsulfonyl)butyl]-lH-iimdazo[4,5-c]^^ 

6J-dimethyl4-[4<methylsulfonyl)butyl]-2-propyl4H-inudazo[4,5-c]pyridi^ 

2-butyl-6J-dimethyl-l-[4<methylsulfonyl)butyl]4Jf-iimda2o[4,5-c]py^ 

2-ethoxyme%W,7-dimethyl4-[4-(methylsulfoixyi)butyl]4ff-iini^^ 

amine; 

2-methoxyelJiyl-6J-dimelhyl4-[4-(methylsulfonyl)butyl]4H-inridaz^ 
amine; 

2-cyclopropylmethyl-6,7-dimethyl-l-[4Kmethyl8ul&nyl)butyl]^ 
4-mdnsr, 

6,7-dimethyl-l-[4-(metiiylsTjlfinyl)butyl]4fr-inndazo[4,5-c]pyri 
2,6J-trimethyl4-[4Kmefliylsulfinyl)butyl]4£r-imidazo[4,5-c]p^ 
2-eihyl-^J-dimethyl4-[4-(methylsulfinyl)biityl]4ff-imidazo[4,5-c]pyri 
6J-dimethyl-l-[4<methylsralfinyl)butyl]-2-piopyI-lH-imidazo[4,5^^ 
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2-butyl-6J-dimethyl-l-[4-(methylsulfinyl)butyl]-l^^ 

2-etho3cymethyl-6J-dimethyl-l-[4-(methylsu^ 

amine; 

2-methoxyetliyl-6,7-(iimethyl-l-[4-^methylsul^ 
5 amine; 

2-cyclopropylmethyl-^,7-dimethyl-l-[4-(methylsulfinyl)buty 
4-ainine; 

6,7-dimethyl-l-[4-^henylthio)butyl]-ljy-imidazo[4,5^^ 
2,6,7-tiiDiethyl-l -[4-(phenylthio)butyl]-l jy-m^ 

10 2-ethyl-6,7-dimethyl-l-[4-(pheaylthio)butyl]-lff-imidazo[4,5-^^ 
6J-<ymethyl-l-[4-(phenyltiuo)butyl]-2-propyl-lfr 
2-butyWjHJimethyl-l-[4-(phenylthio)butyl]-l/^ 
2-^thoxymethyl-6J-dime1hyl-l-[4-(pbenylthio)butyl]-lff^ 
2-methDxyethyl-6J-dimethyl-l-[4-(phenyl1iiio)butyl]-l^^ 

15 2'^yclopropylmethyl-6,7-dimefliyl-l-[4-(pheayl^^ 
amine; 

67-dimethyl-l-[4-(phenylsulfonyl)butyl]-lff-iniidazo[4,5-c^^ 
2,6J-trimethyl-l-[4-(phenylsiilfonyl)butyl]-li^imid^ 
2-etiiyl-6,7Hlimethyl-l-[4-(phenylsulfonyl)butyl]-lif^ 
20 67-dimethyl-l-[4-(phenylsulfonyl)butyl]-2-propyl-lJy-in^ 

2-butyl-6J-dimethyl-l-[4-(phenylsulfonyl)butyl]-lH-inaidazo[^^ 

2-ethoxymethyl-6,7-dimethyl-l-[4-(phenylsulfbnyl)butyl]-l^ 

amine; 

2-methoxye1hyI-6J-dimethyl-l-[4-(phenylsulfonyl)butyl]-li^^ 
25 amine; 

2-cyclopropylm.ethyl-6J-dime%l-l-[4-(phenyls^^ 
4-aniine; 

6,7-Kiimethyl-l-[4-^henylsulfibi^)butyfl 
2,6,7-trimelhyl-l-[4-Q)henylsul£myl)butyl]-^^ 
30 2-^thyl-6,7-dinciethyl4-[4^henylsuIfm 

6,7-dimettiyl-l-[4-Q)henylsulj5nyl)butyl]-2-prqpyl^ 
2-butyl-6,7-dinaethyl-l-[4-(phenylsulfimyl)butyl]4 
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2-ethoxymethyl-6,7-dimethyl-l-[4-(phenylsulfinyl)butyll-lfr 
amine; 

2-methoxyethyl-6,7-dimethyl-l-[4-(phenylsulfinyl)buty^^ 
amine; 

5 2-cyclopropytoe1hyl-6J-dimethyl-l-[4-(]phenylsu^ 
4-axmne; 

6,7-dinie1hyl-l-[4^(pyrimidin-2-yltMo)butyl]- 
2,6 J-trimethyl- l-[4-(pyrimidin-2-yIthio)buty^^ 
2-ethyl-6J-dimethyl-l-[4-Q)yrimidin-2-ylthi 
10 6,7Kiiniefhyl-l-[4-(pyximidin-2-ylthio)butyl] 

2-butyl-6J-dimethyl-l-[4-(pyriimdin-2-yithio)bu^ 

2-etfaoxymetiiyl-6,7-dimethyl-l-[4-(pyrim 

4-amine; 

2-methoxyethyl-6,7-<iimethyl- 1 -[4-^yrim^ 
IS 4-amine; 

2-cyclopropylmethyl-6,7-dimethyl-l-[4-(pyrimi^^ 
c]pyridin-4-ainine; 

6J-dimefcyl-l-[4-(pyrinaidin-2-ylsulfonyl)butyl]-l/^imid 
2,6J-tiimethyl-l-[4-(pyriimdin-2-ylsulfonyl)butyl]-l^ 
20 2-etliyl-6J-dimethyl-l-[4-(pyrimidin-2-ylsulfoayl^^^ 
amine; 

6,7-(iimethyl-l-[4-(pyriDddin-2-ylsulfonyl)butyl]-^^ 
amine; 

2-butyl-6J-dimethyl-l-[4-^yrimidin-2-ylsulfonyl)butyl]- 
25 amine; 

2-ethoxymethyl-6,7-dimethyl-l-[4-(pyrimidin-2-yls^^ 
c]pyridin"4-amine; 

2-methoxyethyl-6,7Klimethyl-l-[4-(pyrimidi^^ 
c]pyridin-4-amine; 
30 2-cyclopropyhnethyl"6J-dimetiiyl4-[4-(]py^ 
c]pyridin-4-anmie; 

6J-dimethyI-l-[4-(pyriniidin-2-ylsulfin 
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2,6 J-trimethyl-1 -[4-(pyriimdm-2-ylsulfin 

2-ethyl-6J-dimethyl-l-[4-(pyrmddin-2-ylsuIfin 

amine; 

6,7-dimefhyl-l-[4-(pyriinidm-2 
5 amine; 

2-butyl-€,7-Klime1hyl-l-[4-(pyrinudi^^ 
amine; 

2-ethoxymethyl-6 J-dimethyl-1 -[4-(pyrim 
c]pyridin-4-amine; 
10 2-methoxyethyl-6jHlime&yl-l-[4-(pyrixmdin-2-yls^ 
c]pyridin-4-amine; 

2-cyclopropylmethyl-^,7-dimethjd4-[4-(pyrimidfa^^ 
c]pyridin-4-amine; 

l-[4-(butyIthio)butyl]-6J-Kiimethyl-lJ¥-iim 
15 l-[4-(butylthio)butyl]-2,6J-trimethyl-lH-iimd^ 

l-[4<butylthio)butyl]-2-ethyl-6J-dimethyl-l//^imidazo[4,5-c^ 

1- [4-(butylthio)butyl]-6J-dimethyl-2-propyl-lH-iinidaz 

2- butyl-l-[4-(butyltMo)butyl]-6J-dimetliyl4i^iim 

1 -[4-(butylthio)butyl] -2-ethoxymethyl-6 J-dime%l-li/-iniidazo[4,5-c]pyrid^ 
20 l-[4-(butylthio)butyl]-2-methoxyethyI«6J-dimethyl-liy-i^ 
l-[4-(butyllMo)butyl]-2-cyclopropylme1hyl-6,7-dimethyl-l/^^ 
an^ne; 

l-[4-(butylsulfonyl)butyl]-6,7-dime%l-lH-inudazo[4^ 
l-[4-(butylsuIfonyl)butyl]-2,6,7-trimelhyl-l/y^ 
25 1 -[4-(butylsulfonyl)butyl]-2-ethyl-6,7-dimethyl-^ 

1- [4-(bu1ylsulfonyl)butyl]-6J-^e%l-2-propyl-lii^^ 

2- butyl-l-[4-(butylsiilfonyl)butyl]-6,7-dime%14H^ 
l-[4-(butylsdfonyl)butyl]-2-ethoxymethyl-6,7-dime%^^ 
amine; 

30 l-[4<butylsuIfonyl)butyl]-2-methoxyethyW^ 
amine; 
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l-[4-(butylsulfonyl)butyl]-2-cyclopropylmethyl-6,7-<^ 
4-aimne; 

l-[4-(butylsulfinyl)butyl]-6J-dimethyl-lif-iimdaM 
l-[4-(butylsulfiuiyl)biityl]-2,6J-trimethyl-li^^ 
5 l-[4-(butylsulfinyl)butyl]-2-^yl-6,7-Kiime&^ 

1- [4-(butylsulfinyl)butyl]-6,7-KlimethyM^ 

2- butyl-l -[4-(butylsulfinyl)butyl]-6 J-dime^^ 
l-[4-(butylsulfinyl)butyl]-2-^oxymethjd-6,7-^^ 
amine; 

10 l-[4-(butylsulfm)4)butyl]-2-methoxyethyl-6J-dm 
amine; 

l-[4-(butylsulfeyl)butjd]-2-cycloim)pylmethyl-6J-d^ 
amine; 

l-{4-[(2,4-<fichlorophenyl)thio]butyl}-6J-^imethyl-^^ 
15 1 - {4-[(2,4-dichlorophenyl)thio]butyl} -2,6 J-trimethyl-lif-ind<iazo[4,5-c]pyridin-4-amine; 
l-{4-[(2,4-<ficWorophenyl)tMo]butyl}-2-ethyl-6J-dimethyl-l^^ 
amine; 

l-{4-[(2A<Hchlorophenyl)11iio]butyl}-6,7-dimethyl-2-piopyl-lH^ 
amine; 

20 2-butyl-l-{4-[(2,4-dicUorophenyl)tbio]butyl}-6,7-dimeth^^ 
amine; 

l-{4-[(2,4-dicWorophenyl)tMo]butyl}-2"ethoxyme%l-6J-dime%^ 
c]pyridin-4-amiGe; 

l-{4-[(2,4-dicUorophenyl)tMo]butyl}-2-meliLoxyethyl-6,7-dimethyl^ 
25 c]pyridin-4-amine; 

1 - {4-[(2,4-dichlorophenyl)thio]butyl} -2-cyclopropylmethyl-6,7-dimethji- IH- 

imidazo[4,5-c]pyridin-4-amine; 

l-{4-[(2,4-dicUorophenyl)sdfonyl]butyl}-6,7-dime&^^ 

amine; 

30 l-{4-[(2,4-dicMorophenyl)sulfonyI]butyl}-2,6,7-tri^ 
amine; 
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1 - {4-[(2,4-dichlorophenyl)sulfonyl]butyl} -2-ethyl-6 J-dimethyl-lif-iinidazo[4,5- 
c]pyridm-4-ainine; 

l-{4-[(2,4-dichlorophenyl)sulfonyl]bu1yl}-6,7-dimet^^^ 
c]pyridin-4-anmie; 
5 2-butyl-l-{4-[(2,4-dicWorophenyl)sulfonyl]butyl}-6,7-d^ 
c]pyridm-4-ainine; 

1 - {4-[(2,4-dicUc>rophe!nyl)sulfenyl]bu1yl}-2-eth^ 
c]pyridin-4-ainine; 

l-{4-[(2,4-dicMorpphenyl)sulfonyl]butyl}-2-methoxyefhy^ 
10 c]pyridin-4-ainine; 

l-{4-[(2,4-dicMorophenyl)sulfonyl]butyl}-2-cyclopropybne^ 
iimdazo[4,S^]pyridin-4-amine; 
l-{4-[(2,4-dicWorophenyl)sulfinyl]birtyl}-6,7-dme1h 
amme; 

15 l-{4-[(2,4-dichlorophenyl)sulfinyl]butyl}-2,6,7-trimethyl- 
amine; 

1 - {4-[(2,4-dichlorophenyl)siilfinyl]butyl} -2-ethyl-6 J-dimethyl-li?-mudazo[4,5-c]pyrid^^ 
4-amiiie; 

1- {4-[(2,4-dichlorophenyl)sulMyl]butyl}-6,7-<iimethyl-2-pr^^ 
20 c]pyridin-4-amine; 

2- butyl4-{4-[(2,4-dicWorophenyl)sulfinyl]bu1yl}-6,7-^ 
c]pyridin-4-ainine; 

1- {4-[(2,4-dichlorophenyl)sulfiiiyl]butyl} -2-^thoxymethyl-6 J-dimetiiyl-lH-imidazo[4,5- 
c]pyridin-4-amine; 
25 l-{4-[(2,4-dichlorophenyl)siilfinyl]butyl}-2-me1hoxye1hyW 
c]pyridin-4-ainine; 

l-{4-[(2,4-diclilorophenyl)sulfinyl]butyl}-2-cyclopropylme&^ 
inuda2o[4,5-c]pyridin-4-ami^ 

1- {4-[(2,4-difluorophenyl)tUo]butyl}-6,7Hiimelhyl- 
30 I-{4-[(2,4-<Ufluorophenyl)thio]butyl}-2,6J-tiin 

2- ethyl-l-{4-[(2,4-difluoropheayl)tMo]butyl}-6J-c^ 
amine; 

105 



wo 03/103584 



PCT/US03/17659 



1- {4-[(2,4-difluorophenyl)thio]butyl}-6,7-dimethyl-2-^^ 
amine; 

2- butyl-l-{4-[(2,4-difluorophenyl)lMo]butyl}-6,7-dm 
amine; 

5 2-ethoxyme1iiyl4-{4-[(2,4-difluorophenyl)lMo]butyl}-^J 
c]pyridin-4-aiiune; 

l-{4-[(2,4-KUfluorqphenyl)tMo]butyl}-2-metiiox^ 
c3pyridin-4-amine; 

2K;yclopropjdmetiiyl-l-{4-[(2,4-difliiorophenyl)^^ 
10 c]pyridin-4-amine; 

l-{4-[(2,4-difluorophenyl)sulfonyl]butyl}-6J-dm 
amine; 

1- {4-[(2Admuorophenyl)sulfonyl]butyl}-2A7-trimeto^ 
amine; 

15 2-e11iyl-l-{4-[(2,4-difluorophenyl)sulfonyip^^ 
c]pyridin-4-amine; 
- l"{4-[(2Adifluoroph«iyl)sulfonyl]butyl}-6J-dime%l-2-p^^ 
c]pyri(iin-4-aniine; 

2.butyl4-{4-[(2,4-difluorophenyl)sulfonyl]butyl}-6,7-di^ 
20 c]pyridin-4-amine; 

2- ethox)mie1h)d4-{4-[(2,4-difluorophenyl)sulfonyl^^ 
c]pyridin-4-anune; 

l-{4-[(2,4-(fifluorophenyl)sulfonyl]bu1yl}-2-methoxyethyI-6,7-dime^^^ 
c]pyridin-4-aiiiine; 

25 2-cyclopropyhnethyl-l-{4^[(2,4-difluorophenyl)sulfonyy^^ 
iniidazo[4,5-c]pyridin-4-amine; 
l-{4-[(2,4-difluorophenyl)suifciyl]butyl}-6J-dimeth^^ 
amine; 

l-{4-[(2,4-dmuorophenyl)sulfinyl]bTityl}-2,6,7-trimethiyl-l^^ 
30 amine; 

2<thyl-l-{4-[(2,4-difluorophenyl)8ulfin^]butyl}-6J-^e% 
4-aiaine; 
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1 - {4-[(2,4-difluorophenyl)sulfiuiyl]butyl}-6 J-dimetiiy^ 
c]pyridin-4-ainine; 

2-butyl4-{4-[(2,4-difluorophenyl)sulfinyl]biityl}-6,7-dm 
4-ainme; 

5 2-ethoxymethyl-l-{4-[(2,4-difluorophenyl)sulfinyl]buty^ 
c]pyridin-4-ainme; 

1- {H(2,4-dmuorophenyl)sulfinyl]butyl}-2-metho 
c]pyridin-4-amiiie; 

2- cyclopropylmethyl-l-{4-[(2Adifluorophenyl)sul^^ 
10 imdazo[4,5-c]pyridin-4-aiiiine; 

7-methyl-l-[4-(met]iylMo)biityl]-lif^im 
2J-KJime%l-l-[4-(methyltMo)butyl]-liy-i^ 
2-ethyl-7-.me%l-l-[4-(methyl1iuo)butyl^ 
6,7-Kiime11iyl-l.[4"(methyltWo)butyl]-^^ 
15 . 2-buty^7-methyl4-[4-(mefhylthio)butyl]4J?-i^ 

2-ethoxymethyl-7-methyl-l-[4-(methyltMo)butyl]-l^r^ 
2-methoxyetliyl-7-me%l-l«[4-(methyltMo)butyl]-lif-M 
2-cyclopropyImethyl-7-methyl4-[4-(methylthio)butyl]-l//'^ 
amine; 

20 7-methyl-l-[4-(methylsulfonyl)butyl]4Jy-iimdaz 

2J-dimethyl-l-[4-(methylsulfonyl)butyl]4iJ-iimd^^ 
2-ethyI-7-methyl-l-[4-(methylsulfonyl)butyl]-IjH^^ 
7-me%l-l-[4-(methylsulfonyl)butyl]-2-propyl-lH-^ 
2-butyl-7-methyI- 1 -[4-(methylsuIfonyl)butyl3-lH-imidazo[4,5-c]pyri 

25 2-e&oxymethyl-7-me1iiyl-l-[4-(methylsulfonyl)^^ 
2-methoxye11iyI-7-methyl- 1 -[4-(me%lsulfbnyl)butyl] 
2-cyclopropylmethyl-7-me%l-l-[4-(methylsiitf^ 
amine; 

7-me%l-l-[4-(methylsulfinyl)butyl]-lif-iimdM 
30 2,7-dimethyl-l-[4-(methyisulfinyl)butyl]4/f-imi^^ 
2-e%l-7-methyl-l-[4-(melhylsiilfimyl)butyl]-lf^M 
7-methyl-l-[4-(methylsulfinyl)butyl]-2-propyl-l/f-inu 
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2-butyl-7-methyl-l-[4-(methylsiafinyl)butyl]4ff-im 
2-ethoxymethyl-7"methyl-l-[4-(methylsulfinyl)buty^^ 
2-methoxyethyl-7-me1iyl«l-[4-(me1hylsumnyl)butyl]4H^ 
2-cycloprDpylmethyI-7-methyl-l-[4-(methylsulfinyl)buty^^ 
S amine; 

7-methyl- 1 -[4-Q)henylthio)butyl]-lir-imidazo[4,5-c]pyri<iin-^ 
2,7-dimethyl-l-[4-(phenyltiiio)butyl]-lfrimidazo[^^ 
2.ethyl-7-methyl-l.[4-(phenylthio)butyl]-liy^^^ 
7-me%l-l-[4-(phCTylthio)biityl]-2-propyl-lH-inridazo[^^ 
10 2-butyI-7-methyl-l-[4-(phenyltUo)butyl]4^r-i^ 
2-^030inethyl-7-methyl4-[4-(phenyltluo)butyq 
2-mefhoxye%l-7-methyl-l-[4-^henylthio)butyl]-lfl^ 
2-^yclopK)pylmethyl-7-methyl-l-[4-(phenyltMo)buty^^ 
amine; 

15 7-methyl-l-[4-(phenylsulfonyl)butyi]-ljE^inudazo[4^ -amine: 
2J-dimethyl-l-[4-(pheaylsulfonyl)butyl]-lfi'-iniida^^ 
2-ethyl-7-methyl-l-[4-(phenylsulfonyl)butyl]4H-inu^ 
7-me&yl-l-[4-(phenylsulfonyI)butyl]-2-propyl-l/r-imid 
2-butyl-7-methyl-l-[4-(phenylsiilfonyl)butyl]-lH-im^ 

20 2-^oxymethyl-7-me%l-l-[4-(phenylsiafonyl)butyl]-l/^ 
2-metiioxyethyl-7-methyl4-[4-(phenylsulfonyl)butyl]--liy-im 
2K:yclopropylmethyl-7-methyl-l-[4-(phenylsulfonyl)butyl]-^ 
amine; 

7-methyl-l-[4-(phenylsulfinyl)butyl]-l^^imidazo[4,5-^^^ 
25 2,7-dimethyl-l -[4-(phenylsiilfinyl)butyl]4if-imidazo[4,5-c]pyridin-4-anm 

2-ethyl-7«methyl-l-[4-(phenylsulfiayl)butyl]-lif-^ 

7-me%14-[4-(phenylsulfinyl)butyl]-2-propyl-lif-imidazo[4,5-^^ 

2-butyl-7-methyl-l-[4-(phenyIsulfinyl)butyl]4ff-imidazo[4,5 

2-^1hoxyme%l-7-me1hyl-l-[4-(phenylsulfinyl)buty^^ 
30 2-methoxyethyl-7-methyI-l-[4-^henylsul£myl)butyl]-lH^ 

2-cyclopropylmethyl-7-methyl4-[4-(phenylsulfinyl)^^ 

amine; 
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7-methyl-l-[4-(pyriimdin-2-ylMo)butyl]-liJ^ 
2J-ddmethyI-l-[4-(pyriimdin-2-yltMo)butyl] 
2-ethyl-7-methyl-l-[4-(pyriiiudiQ-2-ylthio)but^^^ 
7-methyl-l-[4-(pyi±nidin-2-yltMo)butyl]-2-propyl-lJ^^ 
5 2-butyl-7-methyl-l-[4-(pyriimdin-2-yUitoo)buty^^ 
2-ethoxymethyl-7-methyl-l-[4-(pyriinidin-2^ 
amine; 

2-methoxye4hyl-7-methyl-l-[4-(pyrimidm-2-yl^ 
amine; 

10 2-K:yclopn>pyhnethyl-7-methyl-l-[4-(pycimidin-^^ 
4-amme; 

7-me11iyl-l-[4-(pyrinudin-2-ylsulfcmyl)b^ 
2,7Hiimtethyl-l-[4*(pyrimidin-2-ylsulfon 
2-ethyl-7-me1iiyl-l-[4-(pyiimidin-2-ylsulfo 
15 7-methyl-l -[4-(pyrinudin-2-ylsidfonyl)butyl]-2-propyl-li^^ 
amine; 

2-butyl-7-me1hyl-l-[4-(pyrimidin-2-ylsulfonyl)butyl]-lK^ 

2-ethoxymethyi-7-methyl-l-[4-(pyrimidin-2-ylsidfoa^^^ 

4-amine; 

20 2-methoxyethyl-7-me%l-l-[4-0?yrimidin-2-ylsulfottyl)buty^^ 
4-amine; 

2-cyclopropyImethyl-7-methyl-l-[4-(pyrimidin-2-ylsulfo 
c]pyridin-4-amine; 

7-methyl-l -[4-(pyiiimdin-2-ylsul&iyl)butyl]- 1^ 
25 2,7Hiimethyl4-[4-(pyrimidin-2-ylsulfiuayl)buty^^ 
2-ethyl-7-methyl-l-[4-(pyrimidin-2-ylsulfiny^^ 
7-methyl-l -[4-(pyrinddin-2-ylsulfimyl)butyl]-2-pro^ 
2-butyl-7-methyl-l-[4-(pyriinidin-2-ylsiiIfinyl)b^^ 
2-ethoxymethyl-7-methyl-l-[4-(pyrinudin-2-ylsul£m 
30 4-amine; 

2-methoxyethyl-7-methyl-l-[4-(pyrimidia-2-ylsulfinyl)buty^^ 
4-amine; 
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2-cyclopropylmethyl-7-me1iiyl-l-[4-(pyrim 
c]pyridin-4-amine; 

l-[4-(butyltMo)butyl]-7-methyl-ljF^iinidazo[4,5-c]pyrito 
l-[4-(bu1yltiuo)butyl]-2J-c[imethyl-l^ 
5 l-[4-(butylMo)butyl]-2-ethyl-7-methyl4iI-iim 

1- [4-(butylfhio)butyl]-7-metfayl-2-pK)pyl-li5r^ 

2- butyl-l-[4-(butylthio)butyl]-7-methyl-li/-inud^ 
l.[4-(butylMo)butyl]-2-ethoxymethyl-7-meth^-l/r-im 
l-[4-(butyltMo)butyl]-2-methoxyefhyl-7-methyl-lH-im 

10 l-[4-(butyltMo)butyl]-2-K;yclopropylme(hyl-7-methj^^ 
l-[4-(butylsulfonyl)butyl]-7-methyl-li/-iinid^ 
l-[4-(butylsulfonyl)butyl]-2J-dimeth^^ 
1 -[4-(butylsulfonyl)butyl]"2-e1iiyl-7-meth^ 
l-[4-(biitylsulfonyl)butyl]-7-methyl-2-pr^ 

15 2-butyl-l-[4-(butylsulfonyl)butyl]-7-methyl-lff-iim 
l-[4-(butylsulfonyl)butyl]-2-ethoxymethyl-7-methyl- 
l-[4-(butylsiilfonyl)butyl]-2-methoxyethyl-7-me1hyl-lir^ 
l-[4-(butylsulfonyl)bu1yl3-2-cyclopropylmethyl-7-methyl-lH^ 
amine; 

20 l-[4-(butylsulfinyl)butyl]-7-methyl4/f-iimdazo[^ 
1 -[4-(butylsulfinyl)butyl]-2 J-dimethyl4iy-i^ 
l-[4-(biitylsulfinyl)bu1yl]-2-ethyl"7-methyI-l/f-ii^ 

1- [4-(butylsul£biyl)butyl]-7-me1iiyl-2-propyl-lH-iim 

2- butyl-l-[4"(butylsulfinyl)butyl]-7-methyl-lff-itm 
25 l-[4-^utylsulJfcyl)butyl]-2-ethoxymethyl-7-meth^ 

l-[4-(biitylsulfiuiyl)butyl]-2-methoxyethyl-6 
amine; 

l-[4-(butylsulfinyl)butyl]"2-cycIopropyImethyl-6J-^ 
amine; 

30 l-{4-[(2,4-dichlorophenyl)lMo]butyl}-7-methyl-lJy-im 
l-{4-[(2,4KKcUorophenyl)tluo]butyl}-2J-dime1iiyl-lH^ 
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1 - {4-[(2,4-dicWorophenyl)thio]butyl}-2-ethyl-7-methyl-lJy-i^ 
amine; 

l-{4-[(2,4-diclilorophenyl)thio]butyl}-7-methyl-2-propyl-l^ 
amine; 

5 2-butyl-l-{4-[(2,4-dicWorophenyl)tIno]butyl}-7-meliiyl-l^ 
amine; 

l-{4-[(2A<iichlorophrayl)Mo]biityl}-2-ethoxymethyl-7-^^ 
c]pyridin-4-amine; 

l-{4-[(2,4-dicUorophenyl)lMo]butjd}-2-methoxyethyl-7-me^ 
10 c]pyridin-4-anadne; 

l-{4-[(2,4-dicMorophenyl)lMo]butyi}-2-cyclopropybnet^^ 
c]pyridin-4-amine; 

l-{4-[(2,4-dichlorophenyl)sulfonyl3butyl}-7-methyl-l/^^ 
l-{4-[(2,4-dicUorophenyl)siilfbnyl]butyl}-2J-4imethyl-lJ^^ 
IS amine; 

l-{4-[(2,4-dicUorophenyl)sul&nyl]butyl}-2-ethyl-7-me1iiyl-li^^ 
amine; 

l-{4-[(2,4-dicUorophenyl)suifonyl]butyl}-7-methyl-2-propyl-lff-im 
4-amine; 

20 2-butyl-l-{4-[(2,4-dicUorophenyl)sulfonyl]butyl}-7-methyl-l/f-in^ 
amine; 

I-{4-[(2,4-dicUorophenyl)sulfonyl]butyl}-2-ethoxymethyl-7-methyl-^ 
c]pyridin-4-amine; 

l-{4-[(2,4-dichlorophenyl)sulfbnyl]butyl}-2-methoxyethyl-^ 
25 c]pyridin-4-anndne; 

l-{4-[(2,4-dicUorophenyl)sulfonyl]butyl}-2-^yclopxopylmelliyl-^ 
imida2X)[4,5-c]pyridin-4-amine; 

l-{4-[(2,4-(KcUorophenyl)sulfinyl]butyl}-7-methyl-lJy-inu 
l-{4-[(2,4rdichlorophenyl)siilfinyl]butyl}-2,7-dime&^^ 
30 amine; 

l-{4-[(2,4-dichlorophenyl)sulfinyl]butyl}-2-ethyl-7-meth^^ 
amine; 
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1 - {44(2,4-cUcMorophenyl)sulfinyl]bu1yl} -7-methy 
amine; 

2-bulyl-l-{4-[(2,4-dicmorophenyl)sulfinyl]butyl}-7-m^ 
amine; 

5 l-{4-[(2,4-dicWorophenyl)sulfiayl]butyl}-2-ethoxyme1^^^ 
c]pyridin-4-amine; 

l-{4-[(2,4-dicUorophenyl)sulfmyl]bu1yl}-2-met^^ 
c]pyridin-4-amine; 

l-{4-[(2,4-dicMorophenyl)siilfinyl]butyl}-2-cyclop^ 
10 c]pyridin-4-aniine; 

l-{4-[(2,4-difluorophenyl)tMo]butyl}-6-methyl4/f-iimd^ 

1- {4-[(2,4-dmuorophenyl)tMo]butyl}-2jKlimethyl-li^^ 

2- ethyl4-{4-[(2Adifluorophenyl)lMo]butyl}-7-^^ 
amine; 

15 l-{4-[(2,4-difluorophenyl)tMo]butyl}-7-me%l-2-pro^ 
amine; 

_ 2-butyl4-{4-[(2,4-difluorophenyl)thio]butyl}-7-me%14iy-^ 
amine; 

2-ethoxymethyl4-{4-[(2,4-di£luomphenyi)thio]butyl}-7-me%^ 
20 c]pyridin-4-amine; 

1- {4-[(2,4«(Muorophenyl)thio]butyl}-2-me1hoxye%l-7-me1iiy^ 
c]pyridin-4-amine; 

2- cyclopropylmethyl.l.{4-[(2,4-difluorophmyl)lMolbutyl} 
c]pyridin-4-amine; 

25 l-{4-[(2,4-difluorophenyl)sulfonyl]butyl}-7-me%l-.lH-im 

1- {4-[(2,4-<Muorophenyi)sulfonyl]butyl}-2,7-dm 
amine; 

2- ethyl-l-{4-[(2,4-(Muorophen3d)sulfonyllbutyl}-7-m 
amine; 

30 l-{4-[(2,4-dmuorophenyl)sulfonyl]butyl}-7-melhyW^ 
amine; 
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2-butyl-l-{4-[(2,4wMuoropheayl)sulfonyl]butyl}-7-methyl-lH-iinito 
amine; 

2-^oxyme%l-l-{4-[(2,4-dmu(m>phenyl)sulfonyllbutyl}-7-methyl-lff-M 

c]pyridm-4-ainiiie; 
5 l.{4-[(2,4-difliK>iophenyl)8ulfonyl]butyl}-2-meflioxyethyl-7-me&^ 

c]pyridin-4-aniine; 

2-cyclopropylme1hyl4-{4-[(2,4-dmuoropheayl)sulfon^]biityl}-7-m^^ 
iimdazo[4,S-c]pyridm-4-ainuie; 

1- {4-[(2,4-dmuoiophOTyl)sulfinyl]butyl}-7-me&yl-lif-imidazo[^^^ 
10 l.{4-[(2,4-dmuorophemyl)sulfbQyl]buyl}-2J-Kiime11iyU 

2- «thyl-l-{4-[(2Adifluoiophen:^)£nilfinyl]butyl}-7-me&^^^ 

amiae; 

1- {4-[(2,4-dmuorophenyl)sulfinyl]butyi}-7-methyl-2-propyl-li^i^ 
amine; 

15 2-butyl4-{4-[(2,4Hiifluorophenyl)sulftiyl]butyl}-7-metii)d-lH-Mdazo[4,5^^^^ 
amine; 

. 2-ethoxymethyl-l-{4-[(2,4-difluorophenyl)sulfinyl]butyl}-7-methyl-lif-iim 
c]pyridin-4-amine; 

l.{4.[(2,4-<Kfluorophenyl)sulfinyl]butyl}-2-methoxyefliyl-7-me1hyl-Lff-imidazo[4,5- 

20 c]pyridin-4-aimne; 

2- cyclopropylmethyl4-{4-[(2,4-difluorophenyl)sulfinyl]butyl}-7-methyl-l/f-imi^^ 

c]pyridin-4-amine; 

6J-dimethyl-l-[5-(methyltMo)pentyl]4H-inudazo[4,5-c]pyridin-4-amine 
2,6,7-trimethyl445-(methyltMo)pentyl]-lif-imidazo[4,5-c]pyridin-4-anm 
25 2-e%W-dimethyl-l-[5-(methyltMo)pentyl]-lH-imidazo[4,5-c]pyridin-4-aB^ 
6J-^elhyl-l-[5-(methylMo)pentyl]-2-propyl-liy-imidazo[4,5-c]pyridin-4-a^ 
24jutyl-6,7wtoefli344-[5<me%llMo)pentyl]-lif-iniidazo[4,5-c]pyri<M^ 
2-^xymeihyl-6,7-<limethyl4-[5-(methyltMo)pentyi]-lff^ 
amine; 

30 2-me&oxyefliyl-^J-^elhyl4-[5<mefliyllMo)peQtyl]-lir-imidazo[4,5^^^ 
amine; 
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2-cyclopropylmethyl-6J-dime%l-l-[5-(meliiyl11uo)pentyl]-lH-iim 
amine; 

6,7-dimethyl-l-[5-(me%lsiilfonyl)pentyl]-lH-imidazo[4,5-c]pyridia-4^ 
2,6J-tximethyl-l-[5-(methylsulfonyl)pentyl]4/f-imida2o[4,5-c]pyridin-4^ 
5 2-^thyl-6J-dimetiiyl-l-[5-(me%lsulfonyl)peiityl]4ff-mri 

6,7-dimethyl-l-[5<me%lsulfonyl)pmtyi]-2-piopyl-l/f-iimdazo[4,5-c]^ 
2-butyl-6,7-dime%l-l-[5-(melhylsulfonyl)pentyl]4H-Mdazo[4,5-c]pyri 
2-ethoxymeth5d-6,7-dimethyI-l-[5-(methylsulfonyl)pentyl]-lf?-i^ 
amine; 

10 2-methDxyBthyl-6,7-dimethyl-l -[5-(methylsulfon3^)peatyl]-l^-imidazo[4,5-^]pyridm-4- 
anime; 

2-cyclopiopyImethyWJ-<iimethyl-l-[5-(me^^ 
c]pyridin-4-aniine; 

6J-dimethyl-l-[5-<meth)1sulfimyl)pentyl]-lfr-iniidazo[^^^ 

15 2,6J-trimethyl-l-[5-(methylsulfmyl)pentyl]4F-imito 

2-ethyl-6J-{iime%l-l-[5-<methj^sulfmyl)peatyl]-l/f-umto 

6,7-dimethyl-l-[5-(me%lsulfimyl)pentyl]-2-propyl-l/^inud^ 

2-butyWJ-dimethyI-l-[5<methylsulfinyl)pentyl]-l/f-inuda20[4,5-c^ 

2-^oxyme1hyl-6,7-^e%l-l-[5-(me%lsiilfinyI)pentyl]4iy-iimda2o^^^ 
20 amine; 

2-methoxyelhyl-6,7-dimethyl4-[5-(methylsulfinyl)pentyl]-l/f-imidazo[4,^ 
amine; 

2-cyclopropylmefcyl-6J-dimethyl-l-[5-(me%lsulfinyl)pentyl]-lH-inudazo[4,5 
c]pyridin-4-amine; 

25 6J-dimetiiyl-l-[5-(phenyltMo)pentyl]-l/f-iimdazo[4,5-^]pyridin-4-amine; 
2,6J-trimethyl-l-[5-<phenylthio)pentyl]-l^r-imidazo[4,5-c]pyridin-4-amine; 
2-ethyl-6,7-dimethyl4-[5-(phenyltUo)pentyl]4if-inudazo[4,5-c]pyridin-^ 
6J-dimethyl-l-[5-(phenyltMo)pentyI]-2-propyl-l^r-iniidazo[4,5H;]p 
2-butyl-6,7-dimethyl-l-[5-Q>henylthio)pentyl]4H-iinidazo[4,5-c]pyridin 

30 2-etboxymetfayl-6j-Hiime&yl-l-[5-(phcnyItMo)pent3d]-l^-imidazo 
amine; 
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2-methoxye%l-6,7-dime1iiyl-l-[5-(phenylthio)pentyl3-l^^ 
amine; 

2-cyclopropylmethyl-6J-dimethyl-l-[5-(pheQyltMo)pentyl]- 
amine; 

5 6,7-dimethyl- 1 -[5-(phenylsulfonyl)pentyl]-l jy"imi(lazo[4,5-c]pyri^ 

2,6,7-tiimeliiyl-l-[5-<phenylsulfonyl)pentyl]-l/^^ 

2-e&yW,7-dimethyl-l-[5-(phenylsulfonyl)pentyl]-ljy- 

6,7-dimethyl-l-[5-(phenylsiilfonyl)pentyl]-2-pio^ 

2-butyl-6,7-Kiimeth)4-l-[5-(phOTylsulf<^^ 
10 2-ethoxymethyl-^J-Kiimethyl-l-[5-(phmyl^^ 

amine; 

2-me11ioxyethyl-6,7-KKmethyl-l-[5-(phmylsulfonyl^ 
amine; 

2-cyclopropyImethyl-6J-dimethyl-l-[5-<phm^ 
15 c]pyridin-4-amine; 

6,7Kiimethyl-l-[5-(phenylsulfinyl)pentyl]-l^-imid^ 

2,6 J-trimethyl-l -[5-(phenylsulfinyl)pen1yl]-lJ?^ 

2-ethyl-6,7-diinethyI-l"[5-(phenylsulfinyl)pentyl]-lff-imi 

6,7-dimethyl-l-[5-(phenylsulfmyl)pentyl]-2-propyl-lff-iim 
20 2-butyl-6J-dimethyI-l-[5"(phenylsulfinyl)pentyl]-liy-i^ 

2-ethoxymethyl-6,7-dimethyl-l-[5-(phenylsulfinyl)pentyl]-l^^ 

amine; 

2-methoxyethyl-6,7-dimethyl-l-[5-(pheuylsulfinyl)pentyl^^ 
amine; 

25 2-cyclopropylmethyl-6J-dimethyl-l-[5-(phenylsu 
c]pyridin-4*amine; 

6,7-dimethyl-l-[5-(pyrimidin-2-yltbdo)pentyl]-ljy-imi^ 
2,6,7-trime1hyl-l-[5-(pyriinidin-2-yltMo)penty^^ 
2-ethyl-6,7-<iimethyl-l-[5-(pyrimidm-2-^^ 
30 6,7-dimefhyl-l-[5-^yrimidin-2-ylthio)i^ 
amine; 

2-butyl-6,7-dimelJiyl-l-[5-(pyrimidin-2-ylt^^ 
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2-ethoxymethyl-6J-dimethyl-l-[5-(pyrimidin-2-yl1too)pentyl]-lf^^ 
4-amine; 

2-methoxyeihyW,7-dimethyl-l-[5-(pyriimdin-2-yltWo)pentyl]-^^ 
4-ainme; 

5 2-<5ycloittopylmethyl-6,7-dime*hyl-l-[5-(pyriimdm-^^^^ 
c]pyridin-4-an)iiie; 

6J-dimethyl-l-[5-^yrinudin-2-ylsulfenyl)perityl]-lH-i^ 
2,6J-timiethyl-l-[5-(pyrnmdin-2-yl£nilfonyl)pentyl]-l^^ 
2-elhyW,7-<limethyl-l-[5Kpyranidm-2-ylsulfenyQ^ 
10 amine; 

6,7^ethyl-l-[5-(pyriinidm-2-ylsul&nyl)pentyl]-2-propyl-^ 
amine; 

2-lmtyW,7-dimethyl4-[5-(pyrimidin-2-yl8ulfonyl)pentyq 
amine; 

15 2-eflioxymethyl-6J-dimefliyl4-[5-(pyiiniidin-2-ylsulfonyl)pentyl]4H-^ 
c]pyridin-4-amine; 

2-methoxye%l-6J-<limeflhiyl4-[5-(pyrimidin-2-ylsulfonyl)pentyy 
c]pyridin-4-amine; 

2-cyclopropylmethyl-6,7-dimethyl4-[5-(pyrimidin-2-ylsulfonyl)peatyll4H-i^ 

20 c]pyridin-4-amine; 

6,7-dimethyl-l-[5-(pyrimidin-2-ylsulfinyl)pentyl]-l/f-imidaz 
2,6J-trimethyl-l-[5-(pyrinudin-2-ylsulfinyl)pentyl]-lff-imid^ 
2-<!thyl-6J-dimethyl4-[5-(pyrimidin-2-jdsulfinyI)pentyl]-l/f-i^ 
amine; 

25 6,7-dimethyl-l-[5-(pyrimi<ijn-2-ylsulfinyl)peatyl]-2-propyl-lif-imi^ 
amine; 

2-butyl-6J-dimethyl-l-[5-(pyrinuclin-2-ylsulfinyl)pentyl]-l£r-^ 
amine; 

2-*toxyme%l-6,7^1imethyl4-[5-(pycimidin-2-ylsulfinyl)^ 

30 c]pyridin-4-amine; 

2-methoxyethyl-6J-dimeth3d4-[5-(pyrimidin-2-yl5ulfinyl)pentyl] 

c]pyridin-4-aminB; 
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2-cyclopropylmetiiyl-6J-dimethyl-l-[5-(pyrM 
c]pyridin-4-amme; 

l-[5-(butylthio)pen1yl]-6J-dimethyl4^^iimcl^ 
l-[5-(butyltMo)pentyl]-2,6,7-1rimethyl4if-imidazo[^^ 
5 l-[5-<butylthio)pea1yl]-2-ethyi-6,7-dime%l-li?^ 

1- [5-(butyl1hio)peatyl]-6J-dimethyl-2-propyl-l/^ 

2- butyl-l-[5-(butyltbio)pen1yl]-6jKlm 
l-[5-(butyllWo)pentyl]-2-«thoxymethyl-^J-dm 
l-[5-(butyltMo)peatyl]-2-methoxyelhyl-6J-Ki^ 

10 l-[5-<butyl1]iio)penlyl]-2-cyclopropylmefliyl-6^^ 
amine; 

l-[5-(butylsidfonyl)pentyl]-6,7Hlimeth^-li^ 
l-[5-(butybulfonyl)pentyl]-2,6J-trimethyl-lJ^^ 

1- [5-(butylsulfonyl)pentyl]-2-^1hyl-6,7-^ 

15 l-[5-(butylsulfonyl)pentyl]-6,7-dimetihyl-2-^^^ 

2- butyl-l-[5-(butylsiilfonyl)pentyl]-6,7-^e&yl-lff^ 
. . l-[5-(bu1ylsulfonyl)pentyl]-2-ethoxymethyl-6,7-d^ 

amine; 

l-[5-(butylstilfonyl)pentyl]~2-methoxyethyl-6,7K^ 
20 amine; 

l-[5-(butylsulfonyl)pen1yl]-2K>yclopropylme%^ 
4-amine; 

l-[5-(butylsnlfinyl)pentyl]-6J-dime%14i?-inudazo[4,5-^^^ 
l-[5-(butylsulfinyl)pentyl]-2,6,7-trimethyl4iy^^ 
25 l-[5-(butylsulfinyl)pentyl]-2-etiiyl-6,7-dimetliyl-lif-^ 

1- [5-(butylsulfinyl)pentyl]-6J-dimethyl«2-propyl-l/f-imidazo 

2- butyl-l-[5-(butylsulfinyl)pentyl]-6J^iime1iiyl-l/f^ 
l-[5-(butylsulfinyl)pentyl]-2-^oxymethyl-6J-d^ 
amine; 

30 l-[5-(butybiilfinyl)pentyl]-2-mettioxyethyl-6,7-di^ 
amine; 
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l-[5-(butylsulfinyl)pentyl]-2<yclopropylmethyl-6J-^ 
4-ainine; 

1 - {5-[(2,4-dichlorophenyl)tldo]pentyl}-6,7-dimethyl4i?-^ 
l-{5-[(2,4-dicWorophenyl)tbio]pentyl}-2,6,7-1im 
5 amine; 

l-{5-[(2,4-dicmorophenyl)thio]pCTtyl}-2-ethyW 
amine; 

l-{5-[(2,4-dicMorophenyl)thio]pentyl}-6,7-<ii^ 
4-amine; 

10 2-butyl-l-{5-[(2,4-dicWorophmyi)tMo]pentyl}-6,7H^ 
amine; 

l-{5-[(2,4-dicUoTophCTyl)thio]pentyl}-2-ethoxymeth 
c]pyridin-4-aixmie; 

l-{5-[(2,4-dicWorophenyl)thio]pentyl}-2-methoxye(iiyW^ 
15 c;^yridin-4-amine; 

1- {S-[(2,4-dichlorophenyl)tMo]pentyI} -2-cyclopropylmethyl-6 J-<^ 
imidazo[4,5-c]pyri<iin-4-amine; 

l-{5-[(2,4-dicUorophenyl)sulfonyl]pentyl}-6,7-dime%l-l/f-iini 
amine; 

20 l-{5-[(2,4-dicMorophenyl)sulfonyl]pentyl}.2,6J-trimeth^^ 
amine; 

l-{5-[(2,4KiicMorophenyi)s\afonyl]pentyl}-2-e%l-6,7-dim€thyt 
c]pyridin-4-amine; 

1- {5-[(2,4-dicMorophenyl)sulfonyl]pen1yl}-6J'^me&^ 
25 c]pyridin-4-amine; 

2- butyl-l-{5-[(2,4-dicmorophenyl)sulfonyl]pentyl}-6J-dimet^^^ 
c]pyridin-4-amine; 

l-{5-[(2,4KJicWorophenyi)sulfonyl]peatyl}-2-e(h^ 
imidazo[4,5-c]pyridin-4-amine; 
30 l-{5-[(2,4-<ficMorophenyl)sulfonyl]pentyI}.2-methoxye% 
imidazo[4,S-c]pyridin-4-amine; 
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l-{54(2,4HiicWorophenyl)siilfonyl]pen1yl}-2-cyclopK)pyta^ 
iinida2o[4,5-c]pyridin-4-ainine; 

l-{5-[(2,4-dicMorophenyl)sulfinyl]pentyl}-6,7-dimethyl-l^^ 
amine; 

5 l-{5-[(2,4-dicmorophenyl)sul&iyl]pentyl}-2,6,7-trm 
amine; 

i-{5-[(2,4-dicMorophenyl)sulfinyl]pentyl}-2-eth 
c]|pyric[in-4-amine; 

1- {5-[(2AdicMorophenyl)sulfinyl]pentyl}-6J-dimethyl-^^^ 
10 c]pyridin-4-amine; 

2- butyl-l-{5-[(2,4-dicUorophenyl)sulfinyl]pentyl}-6,7H(^ 
c]pyridin-4-amine; 

l-{5-[(2,4^ticWorophenyl)sulfiaiyl]pentyl} 
c]pyridin-4-amine; 

1 5 1- {5-[(2AdicWorophenyl)sulfmyl]pentyl}-2-me&oxye%W 
c]pyridin-4-amine; 

l-{5-[(2,4-dicMorophenyl)sulfinyl]pentyl}-2-cyclopropylme%l-6,7-d^ 
imidazo[4,5-c]pyridin-4-amine; 

1- {5-[(2,4-dmuorophenyl)thio]pentyl}-6J-dimethyl-lH-^ 
20 l-{5-[(2,4-dmuorophemyl)tiuo]pentyl}-2,6J-trime%14j^^ 

amine; 

2- ethyl4-{5-[(2,4-cUfIuorophenyi)tMo]pentyl}-6,7-dimea^^^ 
amine; 

1- {5<(2,4-difluoropheayl)thio]pentyl}-6,7-dimethyl-2-propyl-lff^ 
25 4-amine; 

2- butyl4-{5-[(2,4-<iifliu)rophenyl)tWo]peatyl}-6,7-^ 
amine; 

2-e11ioxymelJiyl-l-{5-[(2,4-difliioi:ophenyl)tM^ 
c]pyridin-4-anune; 
30 l-{5-[(2,4HUfluc*rophenyl)thio]pentyl}-2-methoxyeth^^ 
c]pyridin-4-amine; 
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2-cyclopropylinethyH - {5-[(2,4-di£luorophenyl)thio]pentyl} -6,7-dimethyl-lif-. 
midazo[4,5-c]pyridiii-4-ainme; 

1- {5-[(2,4-difluorophenyl)sulfonyl]pentyl}-6,7--dimethyl- 
amine; 

5 l-{5-[(2,4-difluor<q>heayl)sulfonyl]pentyl}-2,6,7-t^ 
anmie; 

2- elhyl-l-{5-[(2,4-difliiorophenyl)sul^^ 
c]pyridin"4-amiiie; 

1- {5-[(2,4-difluoTophenyl)sulfonyl]pentyl}^6J-dim^^ 
10 c]pyridin-4-amine; 

2- butyl-l-{5-[(2,4-difluorophejnyl)sulfonyl]penty^^ 
c]pyridia-4-amme; 

2-ethoxymethyl-l - {5-[(2,4-difluorophenyl)sulfonyl]pentyl}-6,7^1^ 
iimda2o[4,5-c]pyridin-4-ainine; 
15 I- {5-[(2,4-difluorophenyl)sulfonyI]pentyl} -2-metlioxyethyl-6,7-dimetliyl-LH'- 
iinidazo[4,5-c]pyridin-4-amme; 

2-cyclopropylmethyl-l-{5-[(2,4-difluorophenyl)sidfonyl]penty^ 
imidazo[4,5-c]pyridin-4-atniiie; 
l-{5-[(2,4-^ijfluorophenyl)sulfinyl]pentyl}-6,7-dimeth^ 
20 amiae; 

1- {5-[(2,4-difluorophenyl)sulfinyl]pentyl}-2A7-trimeth 
amine; 

2- e%l-l-{5-[(2,4-difluoiophenyl)siilfinyl]pentyl}-6,7-dime%^ 
c]pyridin-4-ainine; 

25 l-{5-[(2,4-dijauoropheuyl)sulfinyl]pentyl}-6,7-dime%l^^^ 
c]pyridin-4-aixime; 

2-butyl4-{5-[(2,4-difluoiDphenyl)sulfinyi]pentyl}-^^^ 
c]pyridin-4-ainine; 

2-elhoxymefliyl-l-{5-[(2,4-^uorophenyl)sulfinyl]pentyl}-6,^ 
30 c]pyridin-4-an3ine; 

l-{4-[(2,4-difliioiDphenyl)sulfinyl]pentyl}-2-metho^^ 
c]pyridin-4-*ainine; 
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2<yclopropylme%l-l-{5-[(2,4-difluoix)phenyl)sulfin34]pentyl}-6,7-dimethyl-^ 
imidazo[4,5-c]pyridiii-4-amine; 

7-methyl-l-[4-(methyltMo)pentyl]-li/-iimdazo[4,5-c]pyridin-4-ai^ 
2J-dimethyl-l-[5-(methyltMo)pentyl]-l^-iinida2o[4,5-c]pyridin^ 
5 2-ethyl-7-melhyl-l-[5-(me%lthio)pentyl]-lH-iiiudazo[4,5-c]p 
6J-dimethyl-l-[5-(metiiylthio)pOTtyl]-2-piDpyl-liff-imidazo[4,5^^ 
2-bu1yl-7-me%l-l-[5<me%lthio)pentyl]4iy-imidazo[4,5-c]pyri<fi^ 
2-ethoxymeth3^-7-metiiyl-l-[5-(mefliyltWo)pentyl]-lir-iniid^ 
2-metiioxyeth3d-7-methyl4-[5KmeihyllMo)pentyl]-lff-iim 
10 2-<5yclqprop3toelhyl-7-methyl-l-[5-(methyltM^ 
amine; 

7-methyI-l-[5-(meth)dsuIfOTyl)pet)rtyl]-liy-irm 
2J-Klime%l-l-[5-(mefhylsulfonyl)peiityl]-lJT-i^ 
2-^yl-7-meliiyl-l-[5<me%lsulfonyl)pentyl]-lff-hmdazo[^^^ 
15 7-methyl-l<5-(me%lsulfonyl)pentyl]-2-piopyl-lfl.inudazo[^^ 
2-butyl-7-methyl-l-[5<mefliyl8uIfonyl)pentyl]-ifl'-inudazo[^^ 
2-ethoxymethyl-7-melhyl-l-[5-(me%lsulfonyl)pentyl]-lfi'-M 
amine; 

2.methoxyethyl-7-me11iyl-l-[5-(methylsulfonyl)pentyl]4if-imidazo[^^^ 
20 amine; 

2K;yclopropylmetliyl-7-me11iyl-l-[5-(methylsulfonyl)pentyl]-lH-imidazo[4^^^ 
amine; 

7-methyH -[5-<methylsulfinyl)pentyl]-lJ¥-imidazo[4,5-c]pyridin-4-amine; 
2J-dimethyl-l-[5-(me%lsiilfinyl)pentyl]-l^r-iimdazo[4,5-c]pyridin-4-amine; 
25 2-^%l-7-methyl-l-[5Kmethylsulfinyl)pentyl]-lff-imidazo[4,5-c]pyiidin-4-amine^ 
7-methyl-l-[5-(methylsulfinyl)pentyI]-2-piopyl-l/^iniidazo[4,5-c]pyridin-4^ 
2-butyl-7-methyl-l-[5-(me%lsulfinyl)pentyl]4H-iniidazo[4,5-c]pyridin-4-anm 
2-ethoxymethyl-7-metliyl-l-[5Kmethylsulfinyl)p«ityl]-lfr-imidazo[4,5-^ 
amine; 

30 2-methoxyethyl-7-methyI4-[5Kmelhylsulfinyl)pentyl]-lff-iniidazo[4,^^^^ 
amine; 
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2-cyclopropylme%l-7-methyl-l-[5-(methylsulfinyl)p^^^ 
amine; 

7-methyl-l-[5-(phenyltMo)pentyl]-lif-iimdazo[4,5-c]pyri 
2J-dimethyl-l-[4-(phenyltWo)pentyl]4/f-iim 
5 2-^thyl-7-methyl-l-[5-(phenylthio)pentyl]-li?-iim 

7-me%I-l-[5-(phenyltMo)pentyl]-2-propjd-lir-um<^ 
2-butyl-7-methyl-l-[5-(phenylthio)pentyl]-ljy^ 
2-^thoxymethyl-7-methyl-l-[5-(phenyltMo)pentyl].lfl^ 
* 2-methoxyethyl-7-methyl-l-[5-(phenyilWo)pentyq 
10 2K5yclopropylmethyl-7-me%l-l-[5-(phenylthio)pe^^ 
amine; 

7-meflxyl-l-[5-(phenylsulfonyl)pentyl]-l/r-imidazo[^ 
2J-^ethyl4-[5-(phenylsulfonyl)peafy^^ 
2-e%l-7-methyl-l-[5-(phenylsulfonyl)pentyl]-l/r^ 
15 7-me%l'l-[5-(phenylsulfonyl)pentyl]-2-propyU 
2-butyl-7-methyl-l-[5-(phOTylsulfonyl)pentyl]-l^r^ 
_ 2-ethoxyme1hyl-7-methyl-l-[5-(phenylsulfony0^ ! 
amine; 

2-methoxye%l-7-me%l-l-[5-(phenylsulfonyl)pentyl]-l/^imida^ 
20 amine; 

2<yclopropylmethyl-7-me%l-l-[5-(phenylsulfonyl)^^^ 
amine; 

7-methyl4-[5-(phenylsulfinyl)pentyl]4jff-imidazo[4,5-^^ 
2J-dimethyl-l-[5-(phenylsulfinyl)pentyl]-l^-inudazo[4,5-^^^ -amine: 
25 2-ethyl-7-metiiyl-l-[5-(phenylsulfimyl)pentyl]-lif-^ 

7-me%14-[5-(phenylsulfinyl)pentyl]-2-propyl-lff-imidazo[4,5 
2-butyl-7-me1hyl-l-[5-03henylsulj5nyl)pentyi]4H-inu 
2-e1iioxymethyl-7-me%l-l-[5-(phenylsul&yl)pentyi]-liy^ 
amine; 

30 2-methoxyethyl-7-methyl-l-[5-^henyIsulfinyl)pentyl> 
amine; 
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2-cyclopropylmethyl-7-metixyl-l-[5-(phenylsidfinyl)penty^^ 
amine; 

7-methyl-l-[5-(pyimudin-2-ylthio)pentyl]-lH-im 
2J-dimethyl-l-[5-(pyriiiudm"2-yltMo)penty^^ 
5 2-ethyl-7-methyl-l-[5-(pyriinidm-2-yltMo)penty^^ 
7-meth34-l-[5-(pyrirddin-2-yltMo)peatyl]-2-pro 
2-butyl-7-methyl-l-[5-(pyrimidin-2-yUthio)penty^^ 
2-^tlioxymethyI-7-me%l-l-[5-^yriimdi^^ 
amine; 

10 2-methoxyethyl-7-methyl-l-[5-(pyrimidin-2-ylthio)pm 
amine; 

2-K:yclopropylmethyl-7-methyl-l-[5-(pyrimid^^ 
c]pyridin-4-anuiie; 

7-me%I-l-[5-(pyrimi<lin-2-ylsidfonyl)peatyl]-lH-im^ 
15 2J-dimethyl-l-[5-(pyriinidin-2-ylsulfonyl)pen^^ 

2-ethyl-7-methyI-l-[5-(pyrimidin-2-ylsulfonyl^^ 
• , 7-me%l-l -[5-(pyriniidin-2-ylsulfonyl)pentyl]-2-propyl^ 

amine; 

2-butyl-7-methyl-l-[5-(pyrimidin-2-ylsiilfonyl)penty^^ 
20 2-ethoxymethyl-7-methyl-l-[5-(pyrinudin-2-ylsul^^ 
4-amine; 

2-methoxyethyl-7-methyl-l-[5-(pyrimidin-2-ylsidfonyl)pOT 
4-amine; 

2-cyclopropyImethyl-7-methyl-l-[5-(pyrimidin-2-ylsul^^ 

25 c]pyridin-4-amine; 

7-me%l-l-[5-^yrin3i<Iin-2-ylsidfaiyl)pentyl]4/f-imi^^ 
2,7-dimethyl-l-[5-(pyrimidin-2-ylsiflfinyl)pentyl]-lH-^ 
2-e1hyl-7-me%l-l-[5-(pyrimidin-2-ylsulfinyl)pm^ 
7-methyl-l -[5-(pyrimidin-2-ylsulfinyl)penty^^ 

30 amine; 

2-butyl-7-methyl-l-[5-(pyrimidin-2-ylsul&yl^ 
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2-ethox)TOethyl.7.methyl445-(pyriimdi^^^^ 
4-anuiie; 

2-me1hoxyeayl-7-inethyl-l-[5-(pyriimdm-2-ylsiafinyl^^^ 
4-amine; 

2K5yclopropylmethyl-7-methyl4-[5-(pyrimidm-2-yisulfin 
c]pyridm-4-amine; 

l-[5<biitylMo)pentyl]-7-mefttiyl4H-M(iazo[4,5H;]pyridm-4-an^ 
l-[5-(butylthio)pentyl]-2J-dimeihyl-l//-Mdazo[4,5-c]pyrida^^ 

1- [5-(butylMo)pentyl]-2-^yl-7-me1iiyl-l/f-imidazo[4,5-c]p3ra 
l.[5KbiitylMo)pentyl]-7-methyl-2-propyl-lH-imidazo[4,5w:]pyri(^ 

2- butyl-l-[5-(biityllMo)pentyl]-7-methyl4fl^iimdazo[4,5-c]pyridm 
l-[5<butyltWo)pentyl]-2-e*hoxymethyl-7-methyl-lfr-iimda^ 
l-[5Kbutylthio)pratyl]-2-me1h.oxye%l-7-methyl-lfr-imida^ 
l-[5-(butylthio)pentyl]-2-cyclopropylmethyl-7-melhyl-lf^imida2o[4,5-^^^ 
l-[5-(butylsulfonyl)pentyl]-7-me1hyl-lH-imdazo[4,5-c]pyridii^ 
l-[5-(butybulfonyl)pen1yl]-2,7-dimethyl4if-iimdazo[4,5-c]pyridm 
l-[5-(butylsulfonyl)pentyl]-2-ethyl-7-methyl4f^iimdazo[4,5-c]pyridin^ 

1- [5-(butylsulfonyl)pentyl]-7-methyl-2-propyl-lH-Mdazo[4,5-c]pyridm-4^ 

2- butyl4-[5-(butylsulfonyl)pentyl]-7-me1iiyl4H-imidazo[4,5-c]pyridin^ 
l-[5-(butylsulfonyl)pentyl]-2-ethoxymethyl-7-methyl4if-um(iaz^ 
l-[5-(butylsulfonyl)pentyl]-2-methoxyethyl-7-methyl4/f-iimdazo[4,5-c]p^ 
l-[5-(butylsulfonyl)pentyl]-2-cyclopropylmethyl-7-methyl4/f^ 

amine; 

145-(but^ulfinyl)bpenyl]-7-methyl4H-imidazo[4,5-c]pyridin-4-aniine; 

l-[5-(butylsulfinyi)pentyl]-2J-dimethyl-lir-imidazo[4,5-c]pyridm^ 

l-[5-(butylsulfinyl)pentyl]-2-e%l-7-methyl4H-imidazo[4,5-c]pyridin-^ 

1- [5-(butylsulfinyl)pentyl]-7-melhyl-2-propyl4H-imidazo[4,5-c]pyridi^ 

2- butyl-l-[5-(butylsul£myl)pentyl]-7-melhyl-lH-inudazo[4,5-c^^ 
l-[5<butylsulfinyl)pentyl]-2-ethoxymettiyl^7-methyl-lH-iimdazo[4,5-c]pyri 
l-[5-(butylsulfinyl)pentyl]-2-meflioxyethyWJ-dimethyl-lH-imidaM 

amine; 
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l-[5-(bu1ylsulfinyl)pentyl]-2-cyclopropylmethyl-6J-dime^^ 
4-ainine; 

1 - {5-[(2,4-dichlorophenyl)thio]pentyl} -7-methyl- li/-imid^^ 
l-{5-[(2,4-dichlorophenyl)11uo]peutyl}-2,7-dimethyl^ 
5 1 - {5-[(2,4-dichlorophenyl)thio]pentyl}-2-etiiyl-7-m^^ 
amine; 

1- {5-[(2,4-dicMorophenyl)tMo]pentyl}-7-methyl-2-^ 
amine; 

2- butyl-l-{5-[(2AdicUorqphenyl)1iuo]pentyi}-7-met]iyl^ 
10 amine; 

l-{5-[(2,4-<fichlorophenyl)tMo]pentyl}-2-ethoxymethyl-7-me& 
c]pyridin-4-amine; 

l-{5-[(2,4-dichlorophenyl)lMo]pentyl}-2-me1hoxyethyl-7-^^ 
c]pyridin-4-amine; 
15 l-{5-[(2,4-dicUorophenyl)tMo]pentyl}-2-cyclopropylmetliyl-7-^^ 
c]pyridin-4-amine; 

l-{5-[(2,4-dicWorophenyl)sulfonyl]pentyl}-7-me1hyl-ljy-in]idazo[4,5-c^^ 

l-{5-[(2,4-dichlorophenyl)sulfonyl]p©atyl}-2J-dime(^^^ 

amine; 

20 l-{5-[(2,4-dicUorophenyl)sulfonyl]pentyi}-2-ethyl:7-methy^ 
amine; 

1- {5-[(2,4-dicUorophenyl)sulfonyllpentyl}-7-methyl-2-propyl-l^ 
4-amine; 

2- butyl-l-{5-[(2,4-dicWorophenyl)siilfonyl]pentyl}-7-methyl-l/^^ 
25 amine; 

l-{5-[(2,4-dicUorophenyl)sulfonyl]pentyl}-2-ethox5^ 
c]pyridin-4-amine; 

l-{5-[(2,4-dicWorophmyl)sulfonyl]pentyl}-2-methoxyeth^^ 
c]pyridin-4-amine; 
30 l-{5-[(2,4-dicWorophenyl)sulfonyl]pentyl}-2H5yclopropyto^ 
imidazo[4,5-c]pyrid]n'4-a]i]ine; 
l-{5-[(2,4-dichloix)phmyl)sulfinyl]pentyl}.7-metkyl-lF^^ 
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l-{5-[(2,4-dicWorophenyl)sulfinyl]pentyl}-2,7-dime%l-l^^ 
amine; 

1- {5-[(2,4-dicWorophenyl)sulfinyl]pentyl}-2-ethyl-7-^^ 
amine; 

5 l-{5-[(2,4HiicWorophenyl)sulfinyl]pentyl}-7-me%l-2-pr^ 
4-ainine; 

2- butyl-l-{5-[(2Adichlorophenyl)sulfinyl]pentyl}-7-^^ 
amine; 

I-{5-[(2,4^iichlorophenyl)sulfinyl]pentyl}-2-e&^^ 
10 c]pyridin-4-amiiie; 

l-{5-[(2,4-<Kcmorophenyl)sulfiayl]penty^ 
c]pyridin-4-amine; 

l-{5-[(2,4-dichlorophenyl)sulfinyl]pentyl}-2-cycloprop 
imidazo[4,S--c]pyridin-4*axiiine; 
15 l-{5-[(2,4-di£luorophenyl)thio]pentyl}-6-me%l-l/^im 

1- {5-[(2,4-difluorophenyl)tMo]pentyl}-2J-dimethy^^ 

^ 2-ethyl-l-{5-[(2,4-difluorophenyl)tMo]pentyI}-7-methyl-l^ 
amine; 

l"{5-[(2^difluorophenyI)tMo]pentyl}-7-me%l-2-propyl-l/^ 
20 amine; 

2- butyl-l.{5-[(2,4-dmuorophenyl)thio]peatyl}-7-methyl-l^^ 
amine; 

2-ethoxyme%14-{5-[(2,4-difluorophenyl)tMo]pentyl}-7-me%^ 
c]pyri<iin^amine; 

25 l-{5-[(2,4-difluorophenyl)lMo]peatyl}-2-methoxyethyl-7-^^ 
c]pyridin-4-amine; 

2-cyclopropylmethyl-l-{5-[(2Adifluoiophenyl)lMo]p^^ 
c]pyridin-4-amine; 

l-{5-[(2,4<lifluorophenyl)sulfonyl]peatyl}-7-me%^^ 
30 l-{5«[(2,4Himuorophenyl)sulfonyl]peQtyI}.2J-^ 
amine; 
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2-ethyl-l-{5-[(2,4-difluorophenyl)siilfonyl]pentyl}-7-me&^^ 
amine; 

1- {5-[(2,4-difluorophenyl)siilfonyl]pentyl}-7-me&^^ 
4-amme; 

5 2-butyl-l-{5-[(2,4-^uoropheayl)sulfonyl]penty^^ 
amine; 

2- ^thoxyme%l-l- {5-[(2,4Hiifhiorophenyl)si^^ 
c]pyri<iin-4-amine; 

1- {5-[(2,4-difluorophenyl)sulfonyl]pentyl}-2-methoxyeli^ 
10 c]pyridin-4-amine; 

2- <jyclopropylmethyl-l-{5-[(2,4-difluoiophenyl)s^^ 
iixddazo[4,S-c]pyridin-4-amine; 
l-{5-[(2,4-dmuoi:pphenyl)sulfinyl]pentyl}-7-^^ 

1- {5-[(2,4-difluorophenyl)sulfinyl]pentyl}-2J-(iime%^ 
IS amine; 

2- ethyI-l-{5-[(2,4-difluorophenyl)sulfinyl]pentyl}-7-^^ 
amine; 

1- {5-[(2,4-difIuorophenyl)sulfinyl]pentyl}-7-methyl-2-^ 
4-amine; 

20 2-butyl4-{5-[(2,4-difluorophenyl)sulfinyl]pentyl}-7-methy^^ 
amine; 

2- etiioxyme%l-l~{5-[(2,4-difluorophenyl)sulfinyl]pent^^^ 
c]pyridin-4-amine; 

1- {5-[(2,4-difIuorophenyl)sdfinyl]pentyl}-2-methoxyethyl-7-me%l-.l^ 
25 c]pyridin-4-amine; 

2- cyclopropylmethyl-l " {5-[(2,4-<lifluoropheayl)suIfmyl]pentyl}-7-methyl-lfl'- 
iniidazo[4,5-c]pyridin-4-amine; 
6-methyl-2-propyl-l-[2-(3-pyrimidin-2-ylpropoxy)^^ 

amine; 

30 iV'-{2-[2-(4-anmo-7-mtro-2-propyl-lJy-imi 
yl)elhoxy]ethyl}mefhanesuljfonamide; 

127 



wo 03/103584 



PCTAJS03/17659 



^-{2-[2<4-amiQo-7-mtK)-2-propyl4H-iiiudazo[4,^ 
chlorobenzamide; 

iV'-{2-[2<4-ammo-7-nitro-2-propyl4H-iinidazo[4,5-c]py^ 
cyclohexylurea; 

5 Ar-{2-[2-(4-ammo-7-hex4-ynyl-2-propyl-lfr-iinidazo[^ 
chlorobenzamide; 

JV^{2-[2-<4-a!iuno-7-hex-l-ynyl-2-prppyl4jff-^ 
JV-cyclohecylure^ 

J\r-{2-[2-(4-animo-7-hexyl-2-propyl-lH-iimdazo[4^^ 
10 chlorobeozaxnide; 

J\r-{2-[2-(4-ammo-7-hexyl-2-piopyl-lH-^ 
cyclohexylurea; 

J\r-{2-[2r(4J-diainmo-2-propyl-lJy-irm^ 
yl)ethoxy]ethyl}methanesulfonamide; 
15 JV^{2-[2-(4J-^ainino-2-propyl-lH"inudazo[4^ 
chlorobenzanude; 

7/-{2-[2-(4J-diamino-2-propyl-l/f-inudazo[4,5-c]pyri 
cyclohexylurea; 

JV'-{2-[2-(4-amino-7-methylairdno-2-propyl-17f-iinid^^ 
20 yl)ethoxy]ethyl}m.ethanes\ilfoiiamide; 

//-{2-[2«(4-ammo-7-methylamino-2-propyl4if-iim 
4-chlorobenzainide; 

JV^{2-[2-(4-amino-7-methyla2nmo-2-propyl-ljff-iini 
JV-cyclohexyliurea; 

25 JV^{2-[2-(4-aniino-7-ethylamino-2-propyl-lif-iDiid^ 
yl)ethoxy]etJiyl}methanesulfonatmde; 
7/-{2-[2-(4-aniino-7-e1hylamino-2-propyl-l^^ 
chlorobenzamide; 

JV-{2-[2-(4-amino-7-e1hylamino-2-prppyl-lif-M 
30 iV-cyclohexylurea; 

JV'-{2-[2-(4-amino-7-dime%lainino-2-propyl-lff^ 
yl)ethoxy]efhyl}methanesulfonaimde; 
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{2-[2-(4-animo-7-dimethylaii]ino-^ 
yl)ethoxy]ethyl} -4-chlorobenzainide; 
iV^{2-[2-(4-ainino-7-dimethylaraino-2-propyl-l/f-im 
yl)ethoxy]ethyl}-JV-cyclohexylurea; 
5 JV^{2-[2-<4-ainino-7-diefhylamiho-2-pr^^ 
yl)ethoxy]ethyl}methanesulfonam 
J\r-{2-[2<4-ainino-7-diethylaimno-2-propyl-l^^^ 
4-Ghlorobenzaimde; 

AT- {2-[2<4-amino-7-diethylainino-2-pro^ 
10 AT-cyclohexylurea; 

6jHiimethyl-2-ethoxymethyl-l-(2-{2-[(pyridin^ 

iimdazo[4,5-^]pyridin-4-amme; 

4-{[3-(4-amino-6J-(iimethyl"2-propyl-l/f-iinida^ 

butylbenzamide; 
15 4-{[3-(4-amino-6J-dimethyl-2-propyl-l/f-iimdazo[^^^ 

butyl-iV-methylbenzamide; 
, i\r-{2-[2<4-amino-2-elliyl-6J-dimethyl4if-iim 

benzoylurea; 

1- [2-(2-ammoethoxy)et]iyl]-6-cMoro-7-methyl-2-propyl-liy-i^ 
20 amine; 

//-{2-[2-(4-ainino-6-cliloro-7-me%l-2-propyl-lif-i^ 
yl)ethoxy]ethyI}ben2ainide; 
iV^{2-[2-(4-amino-2-ethyl-6J-dimetiiyl-liir-im 
benzenesulfonylurea; 
25 l-{2-[2-(4-ammo-2-e%l-6J-.dime%l.li?-imidazo[^^^ 
yl)ethoxy]ethyl}pyrrolidin-2-one; 

2- ethoxymethyl-6,7-dime%l-l-[2-(3-pheay^iop-2-ynyloxy 
c]pyridin*4-amme; 

2-ethoxymefhyl-6J-dimelhyl-l-[2-(3-phenylpK)po^^ 
30 amine; 

2-elboxymethyl-6,7-dime1hyl-l-{2-[(4-phenylbut-3-yn^^ 
c]pyridin-4-amine; 
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2-ethox)methyl-6,7-dime%l-l-{2-[(4-phenylbutyl)sid^^ 
c]pyridin-4-anpdne; 

2-ethoxymethyl-6J-dimethyl-l-[2-(4-phenylbut-3-yny 
c]pyridiii-4-ainine; and 
5 2-ethoxymethyl-6J-dimethyl-l-[2-(4-phenylbutoxy)etiiy^ 
amine; 

or phaimaceuticaUy acceptable salts thereo£ 

Pharmaceutical Compositions and Biological Activity 
10 Pharmaceutical compositions of the invention contain a ther^eutically effective 

amount of a confound of the invention as described above in combioation with a 

phaimaceutically acceptable carrier. 

The tenn ''a therapeutically effective amounf means an amount of the compound 

sufScient to induce a therapeutic effect, such as cytokine induction, antitumor activity, 
15 and/or antiviral activity. Altiiough the exact amount of active compound used in a 

pharmaceutical composition of the invention will vary according to factors known to those 

of skill in the art, such as the physical and chemical nature of the compound, the nature of 

the carrier, and the intended dosing regimen, it is anticipated that the compositions of the 

invention will contain sufficient active ingredient to provide a dose of about 100 ng/kg to 
20 about 50 mg/kg, preferably about 1 0 ng/kg to about 5 mg/kg, of the compound to the 

subject Any of the conventional dosage forms may be used, such as tablets, lozenges, 

parenteral formulations, syrups, creams, ointments, aerosol formulations, transdermal 

patches, transmucosal patches and the like. 

The conqpounds of the invention can be administered as the single therapeutic 
25 agent in the treatment regimen, or the compounds of the invention may be administered in 

combination with one another or with other active agents, including additional immune 

response modifiers, antivirals, antibiotics, etc. 

The compounds of the invention have been shown to induce the production of 

certain cytokines in e^qperiments performed according to the tests set forth below. These 
30 results indicate that the compounds are useful as inunune response modifiers that can 

modulate the immune response in a number of differmt ways, rendering them useful in the 

treatment of a variety of disorders. 
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Cytokines whose production may be induced by the administration of compounds 
according to the invention generally include interferon-a (IFN-a) and/or tumor necrosis 
fector-a (TNF-a) as well as certain interleuldns (IL), including Hrl, IL-6, IL-10 and IL- 
12, and a variety of other cytokines. Among other effects, these and other cytokines can 
5 inhibit vims production and tumor cell growth, making the compounds useful in the 
treatmrat of viral diseases and tumors. Accordingly, the invention provides a method of 
inducing cytokine biosynthesis in an animal comprising administering an effective amount 
of a compound or composition of the invention to the animal. 

Certain compoimds of the invention have been found to preferentially mduce the 
10 expression of IFN-a in a population of hematopoietic cells such as PBMCs (peripheral 
blood mononuclear cells) containing pDC2 ceUs (precursor dendritic cell-type 2) without 
concomitant production of significant levels of inflammatory cytokines. 

In addition to the ability to induce the production of cytokines, the compounds of 
ttie invention affect other aspects of the innate immune response. For example, natural 
1 5 killer cell activity may be stimulated, an effect that may be due to cytokine induction. The 
compounds may also activate macrophages, which in turn stimulates secretion of nitric 
oxide and the production of additional cytokines. 

Compounds of the invention also have an effect on the acquired immune response. 
For example, the compounds may cause proliferation and differentiation of B 
20 lymphocytes. In addition, the compounds induce responses firom T lymphocytes, as 
disciissed below. 

Although there is not believed to be any direct effect on T cells or direct induction 
of T cell cytokines, the production of the T he^er type 1 (Thl) cytokine IFN-y is induced 
indirecfly and the production of the T helper type 2 (Th2) cytokmes IL-4, IL-5 and IL-13 

25 are inhibited upon administration of the compounds. This activity means that the 

conq)ounds are useful in the treatment of diseases where upregulation of the Thl response 
and/or downregulation of the Th2 response is desired. In view of the ability of compounds 
of the mvention to inhibit the Th2 immune response, tiie compounds are expected to be 
usefiil m the treatment of atopic diseases, e.g., atopic dermatitis, asthma, allergy, allergic 

30 rhinitis; systemic liqpus ^rythematosis; as a vaccine adjuvant for cell mediated immunity; 
and possibly as a treatment for recurrent fungal diseases and chlamydia. 
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The immune response modifying eflfects of the compounds make them useful in 
the treatment of a wide variety of conditions. Because of their ability to induce the 
production of cytokines such as IFN-a and/or TNF-a, the compounds are particularly 
useful in the treatment of viral diseases and tumors. This immunomodulating activity 
S suggests that compounds of the invention are useful in treatmg diseases such as, but not 
limited to, viral diseases inchiding genital warts; common warts; plantar warts; H^atitis 
B; Hepatitis C; Herpes Simplex Virus Type I and Type II; molluscum contagiosum; 
varriola major; HIV; CMV ; VZV; rhinovirus; adenovirus; influenza; and para-influenza; 
intraepithelial neoplasias such as cervical intraepithelial neoplasia; human papillomavirus 

10 (HPV) and associated neoplasias; fimgal diseases, e.g. Candida, aspeigillus, and 
cryptococcal meningitis; neoplastic diseases, e.g., basal cell caromoma, hairy cell 
leukemia, K^osi's sarcoma, renal cell carcinoma, squamous cell carcinoma, myelogenous 
leukemia, multiple myeloma, melanoma, non-Hodgkm's lymphoma, cutaneous T-cell 
lymphoma, and other cancers; parasitic diseases, e.g. Pneumocystis camii, 

1 S cryptosporidiosis, histoplasmosis, toxoplasmosis, trypanosome infection, and 

leishmaniasis; and bacterial infections, e.g., tuberculosis, and mycobacterium avium. 
Additional diseases or conditions that can be treated using the compoimds of the invention 
include actinic keratosis; eczema; eosinophilic essential thrombocythaemia; Iqwrosy; 
multiple sclerosis; Ommen's syndrome; discoid lupus; Bowen*s disease; Bowenoid 

20 papulosis; alopecia areata; the inhibition of Keloid formation after surgery and other types 
of post-surgical scars. In addition, these compounds could enhance or stimulate the 
healing of wounds, including chronic wounds. The compounds may be usefizl for treating 
the opportunistic infections and tumors that occur after suppression of cell mediated 
immunity in, for example, transplant patients, cancer patients and HIV patients. 

25 An amount of a compound effective to induce cytokuie biosynthesis is an amount 

sufficient to cause one or more cell types, such as monocytes, macrophages, dendritic cells 
and 

B cells to produce an amount of one ormore cytokines such as, for example, IFN-o, TNF- 
o, IL-1, TLr6, IL-10 and IL-12 that is increased over the background level of such 
30 cytokines. The precise amount will vary according to factors known in the art but is 

e3q)ected to be a dose of about 100 ng/kg to about 50 mg/kg, preferably about 10 ^ig/kg to 
about 5 mg/kg. The invention also provides a method of treating a vkal mfection in an 
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animal and a method oftreating a neoplastic disease in an animal comprising 
administering an effective amount of a compound or composition of the invention to the 
animal. An amount effective to treat or inhibit a viral infection is an amount that will 
cause a reduction in one or more of the manifestations of viral infection, such as viral 
5 lesions, viral load, rate of virus production, and mortality as compared to untreated control 
animals. The precise amount will vary according to Actors known in the art but is 
expected to be a dose of about 100 ng/kg to about 50 mg/kg, preferably about 10 \ig/kg to 
about 5 mg/kg. An amount of a compound effective to treat a neoplastic condition is an 
amount that will cause a reduction in tumor size or in the number of tumor foci. Again, 
10 the precise amount will vary according to &ctors known in tilie art but is expected to be a 
dose of about 100 ng/kg to about 50 mg/kg, preferably about 10 jig/kg to about 5 mg/kg. 

The invention is further described by tihe following examples, which are provided 
for illustration only and are not intended to be litniting in any way. 

15 Example 1 



PartA 

20 2,4-dichlQro-5,6-dimethyl-3-nitropyridine 

Phosphorous oxychloride (105 ml) and 2,4-dihydroxy-5,6-dimethyl-3-nitropyridine 
(10.53 g) were combined and heated to reflux for 2 hours. The reaction mixture was 
cooled and the phosphorous oxychloride was removed und^ reduced pressure. The 
resulting black solid was dissolved in ethyl acetate (300 ml) and washed with a saturated 

25 aqueous solution of sodium bicarbonate. The basic aqueous layer was washed 2 times 
with ethyl acetate. The combined organic layers were dried witii magnesium sulfate and 
concentrated under reduced pressure. The resulting brown solid was run through a column 



6,7-Dimethyl-l-(2-phenoxyethyl)-l^r-imida2o[4,5-c]pyrid^ 




NR 
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using 60/40 ethyl acetate/hexane as the eluant The product was found to be pure by NMR 

analysis. 

Parts 

2-cUoro-5,6-diniethyl-3-nitro-N-(2-phenoxyethyl)pyridin-4-amiM 
5 2,4-Dichloro-5,6-dimethyl-3-nitropyridine (1 .00 g), anhydrous N JT- 

dinaethylforniamide (5 ml), triethylamine (0.63 ml), and 2-phenoxyefhylamine (0.59 ml) 
were combined and the resulting mixture was heated to 55 for 24 hours. Thin layer 
chromatography (TLQ monitoring of the reaction indicated that it was complete. The 
solvent was removed under reduced pressure and the remaining oil was dissolved in 

10 dichloromethane (DCM) and washed once with water. Following 2 additional extractions 
with DCM, the organic layers were combined, dried with magnesium sulfiite, and the 
solvent was removed under reduced pressure. The product was passed tihrough a column 
using 20/80 ethyl acetate/hexane as the eluant. NMR analysis of the resulting yellow solid 
mdicated suflBcient purity for use in the next step. 

15 Parte 

2,3-dimethyl-5-nitro-6-phenoxy-N-(2-phenoxyethyl)pyridin-4-airm 

2-Methoxyethyl ether (diglyme) (3 ml) and sodium hydride (60% in oil) (0.56 g) 
were combmed and cooled to 0 "^C. Phenol (1.24 g) was added slowly in portions to allow 
for controlled release of hydrogen gas. A solution of 2-chloro-5,6-dimethyl-3-mtro-N-(2- 

20 phenoxyethyl)pyridin-4-anune (4.00 g) and diglyme (37 ml) was then added and the 
reaction mixture was heated to 150 °C for 16 hours. At this time, the reaction stalled at 
85% completion. The reaction mixture was allowed to cool and the solvent was removed 
under reduced pressure. The oil was dissolved in ethyl acetate, washed with water, dried 
with magnesium sulfate, and concentrated under reduced pressure. The product was run 

25 fhrougji a colunm using 20/80 ethyl acetate/hexane as the etaant HPLC analysis of the 
resulting orange solid indicated sufficient purity for use in flie next step. 
PartD 

5,6-dimefhyl-2-phenoxy-N^-(2-phenoxyethyl)pyridme-3,4-^ 

Anhydrous toluene (100 ml), 5% platinum on carbon (Pt/C) (L5 g), and 2,3- 
30 dimethyl-5-nitn)-^-phenoxy-N-(2-phenoxyethyl)pyridin-^ (2,97 g) &om Part C 
were placed in a Parr hydrogenation flask at a hydrogen pressure of 345 kPa for 4 hours 
withshaldng. Additional 5% Pt/C (1 .5 g) was added and the reaction was allowed to 
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continue for 3 hoiirs. The reaction mixture was filtered through a fluted filter paper and 
then through a folded No. 2 Whatman filter. The solvent was removed firom the filtrate 
under reduced pressure and the resulting oil was used in the next step. 
PartE 

5 6,7-dimefhyl-4-phenoxy-l -(l-phenoxyethjd)-! jy-imidazo[4,5-c]pyridine 

5,6-Dimethyl"2-phenoxy-N^-(2-phenoxyethyl)pyridine-3,4^ (2.41 g), 

triefhyl orfhoacetate (1 .60 mL), toluene (20 ml), and a catalytic amount of pyridine HCl 
were combined and heated to reflux for 2 hours. HPLC and MS analysis indicated that the 
reaction was complete* The reaction mixture was allowed to cool and the resulting solid 

10 was filtered and dried. NMR analysis of the dried solid indicated a pure product 
PartF 

6,7"dimethyl-l-(2-phenoxyethyI)-iif-iinidazo[4,5-<;]pyridin-^ 

A sealed tube containing ammonium acetate (12.7 g) and 6,7-dimetiiyl-4-phenoxy- 
l-<2-phenoxyethyl)-lJ?-umdazo[4,5-c]pyridine (1.27 g) firom Part E was heated to 150 

15 for 36 hours. HPLC and TLC analysis indicated that the reaction was complete. The 
reaction was allowed to cool to room temperature. The resulting reaction mixture was 
then dissolved in dichloromethane (DCM) and washed with 20% aqueous sodium 
hydroxide. The basic layer was washed with DCM and the combined organic layers were 
dried with magnesium sulfete and concentrated under reduced pressure. The resulting oil 

20 was passed through a silica gel column using 95/5 dichloromethane/methanol as the 
eluant. The product was recrystallized firom isopropyl alcohol, and the resulting white 
solid was dried under vacuum to provide 6,7-dimethyH-(2-phenoxyethyl)-li?- 
imida2o[4,5-c]pyridin-4-amine, m.p. 197.0-199.0 X. 
Analysis: Calculated for C16H18N4O: %C, 68.06; %H, 6.43; %N, 19.84 

25 Found: %C, 67.85; %H, 6.33; %N, 19.74. 
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Example 2 

2,6J-Trimethyl-l-(2-phenoxyethyl)-lfi'-iimd^ 




5 PartA 

2-KJhloro-5,6-dimethyl-N^-(2-phenoxyethyl)pyridk 

Toluene (150 ml), 5% platimmi on carbon (5.0 g), and 2-chloro-5,6-dimethyl-3- 
mtro-N-(2-phenoxye1hyl)pyridin-4-amine (3.32 g) &om Part B of Example 1 were placed 
in a Parr hydrogenation flask at a hydrogen pressure of 345 kPa for 4 hours with shaldng. 
10 HPLC analysis indicated that the reaction was complete. The reaction mixture was 

filtered through a fluted filter paper and then through a folded No. 2 Whatman filter. The 
solvent was removed fi:om the filtrate under reduced pressure and the resulting brown oil 
was used in the next stqp. 
PartB 

15 4-chloio-2A7-trimethyl-l-(2-phenoxyethyl)-lH-inudazo[^^ 

2-CWoro-5,6-dimefliyl-N^-(2-phenoxyethyI)pyridine-3,^^ (2.41 g), triethyl 

orthoacetate (1.60 ml), tolume (20 ml), and a catalytic amount of pyridine HQ were 
combined and heated to reflux for 2 hours. Methanol (15 ml) was then added and &e 
reaction mixture was allowed to cool. The resulting white needles were filtered and dried. 

20 NMR analysis of the dried solid indicated a pure product. 
Parte 

2,6,7-trimethyl-4-phenoxy-l-<2-phenoxyethyl>l/f-imidaM[4,^ 

A solution of sodium phenoxide was prepared by adding phenol (0.60 g) in 
portioxis over a period of 1 hour to a chilled solution of 2-methoxyethyl ether (diglyme) 
25 (40 ml) and sodium hydride (60% m oil) (0.27 g). After 1 hour, 4-chloro-2,6,7-trimethyl' 
l-(2-phenoxyethyl)-lf/'-imidazo[4,5-c]pyridine (1 .91 g) from Part B was added to the 
sodium phenoxide solution and the resulting dark brown mixture was heated to reflux for 
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7 days. At this time, the reaction was 80% complete. Remaining sodium hydride was 
quenched by the addition of methanol (5 ml), and the solvents were then removed under 
reduced pressure. The oil was dissolved m ethyl acetate, washed with water and brine, 
dried with magnesium sul&te, and concentrated under reduced pressure. The resulting 
5 brown solid was run through a silica gel column using 80/20 ethyl acetate/hexane as the 
eluant. NMR analysis of the dried solid indicated sufficient purity for carrying the product 
on to the next step. 
PartD 

2,6,7-trimethyl-l -(2-phenoxyethyl)-lff-unidazo[4,5-c]pyridin-4-anaine 
10 A sealed tube containing anhydrous ammonium acetate (1 1 .4 g) and 2,6,7- 

trimethyl-4-phenoxy-l-(2-phenoxyethyl>lJ?-imida2o[4,5'<r]^ (1.14 g) fix)m Part C 
was heated to 1 SO for 40 hours. The reaction was allowed to cool to room temperature. 
The resulting reaction mixture was then dissolved in ethyl acetate and washed with a 
saturated aqueous solution of sodium bicarbonate. The basic layer was washed twice with 
15 ethyl acetate. The organic layers were combined, dried with magnesium sulfate, and the 
solvents were removed under reduced pressure. The resulting orange solid was passed 
through a silica gel column using 94/6 dichloromethane/methanol as the eluant Because 
NMR analysis indicated that the white solid contained ammonium acetate, the product was 
dissolved in chloroform and washed with 25% aqueous sodium hydroxide. The resulting 
20 basic aqueous layer was extracted twice with chloroform. The organic layers were 
combined, washed with water, dried with magnesium sulfate, and concentrated under 
reduced pressure. The resulting white solid was dried under vacuum at 60 ^'C for 24 hours 
to provide 2,6,7-trimelhyl-l-(2-phenoxyethyi)-l/y-imidazo[4,5-c]pyrid^ m.p. 
176.0- 177.0 ^C. 

25 Analysis: Calculated fer C17H20N4O: %C, 68.90; %H, 6.80; %N, 18.90 
Found: %C. 68.71; %H, 6.95; %N, 18.89. 
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Example 3 

2-ButyI-6J-dimethyl-l-(2-phenoxyethyl)-l/^imida^ 




5 PartA 

N-{2<Moro-5,6-(iimethyM-[(2-phenoxye1iiyl)ainino]pyri 

Triefhylamine (1.39 ml), anhydrous acetomtrile (100 ml), and 2-chloro-5,6- 
dimethyl-N^-(2-phenoxyethyl)pyridme-3,4-diamine (2.92 g) from Part A of Example 2 
were combined and cooled to 0 **C in an ice bath. Valeryl chloride (0.59 ml) was slowly 

10 added to the reaction mixture. After 2 hours, the reaction mixture was heated to 55 ®C for 
24 hours, at which point HPLC analysis indicated the im;tion was complete. The reaction 
mixture was cooled and the solvent was removed under reduced pressure. The resulting 
oil was dissolved in dichloromethane and washed with water. The organic layer was dried 
with magnesium sul&te and the solvent was removed under reduced pressure. The 

15 product was then passed through a silica gel column using 50/50 ethyl acetate/hexane as 
the eluant The resulting light brown solid was used in the next step. 
PartB 

2-butyl-4-chloro-6,7HKmethyl-l-(2-phenoxyethyl)-ljy-imida^ 

Triethylamine (1.93 ml), anhydrous ethanol (35 ml), andN-{2-chloro-5,6- 

20 dimethyl-4-[(2-phenoxyethyl)amino]pyridin-3-yl}pentanamide (1 .32 g) from Part A were 
combined and heated to reflux for 24 hours. The reaction stalled, so the mixture was 
cooled and the solvent was removed under reduced pressure. Pyridine (75 ml) and an 
equivalent of pyridine HCl was added and the reaction mixture was heated to reflux for 16 
hours. TLC analysis indicated that the reaction was complete. The reaction was allowed 

25 to cool and the solvent was removed under reduced pressure. The resultmg product was 
dissolved m ethyl acetate and washed 4 times with water (1 50 ml each) to remove the 

138 



wo 03/103584 



PCTAJS03/17659 



pyridine HCl. The organic layer was dried with magnesium sulfate and the solvent was 
removed under reduced pressure. NMR analysis of the dried brown solid indicated 
sufficient purity for use of the product in the next step. 
Parte 

5 2-butyl-6,7-dimethyl'4-phenoxy-l-(2-phOTOxyethyl)4H-i^ 

2-Methoxyethyl ettier (diglyme) (1.50 ml) and sodium hydride (60% in oil) (0.12 
g) were combined and cooled to 0 **C. Phenol (0.27 g) was added slowly in portions over 
1 hour to aUow for controlled release of hydrogen gas. 2-Butyl-4-chloro-6,7-dimethyH- 
(2-phenoxyethyl)-lJ¥-imidazo[4,5-c]pyridine (0.96 g) from Part B was tiien added and the 

10 reaction mixture became dark brown. The reaction mixture was heated to reflux for 5 
days, at which time HPLC analysis indicated the reaction was conqjlete. The reaction 
mixture was cooled and washed with water. The mixture was filtered and the resulting 
solid was dried under vacumn at 60 °C ovemigjit. NMR analysis of the product indicated 
sufficient purity for use of the product in the next step. 

15 Part D 

2-butyl-6J-dimethyl-l-(2-phenoxyethyl)-l/?-iimdazx)[4,5-c]pyridin^ 

A sealed tube contairung ammoniimi acetate (7.5 g) and 2-butyl-6,7-dimethyl-4- 
phenoxy-l-(2-phenoxyethyl)-li/-imidazo[4,5-c]pyridine (0.75 g) from Part C was heated 
in an oil bath to 150 °C for 48 hours. The reaction reached 70% completion and was 

20 allowed to cool to room temperature. The reaction mixture was then dissolved in ethyl 
acetate and washed with a saturated aqueous solution of sodium bicarbonate. The organic 
layer was dried with magnesium sulfate and concentrated under reduced pressure. The 
product was passed through a silica gel column using 10/90 methanol/ethyl acetate as the 
eluant. To remove impurities, the product was recrystallized twice from acetonitrile wit^ 

25 charcoal. The resulting white crystals were crushed and dried to yield 2-butyl-6,7- 
dimethyl-l-(2-phenoxyethyl)4fr-imidazo[4,5-c]pyridin-4-amm m.p. 130.0-132.0 
Analysis: Calculated for C20H26N4O: %C, 70.98; %H, 7.74; %N, 16.55 
Found: %C, 70.80; %H, 7.43; %N, 16.56. 
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Example 4 

l-[2-(Benzyloxy)ethyl]-2-(ethoxymethyl)-6J-Kim 

amine 




5 

PartA 

tert-butyl 2-(beiizyloxy)ethylcarbamate 

To a mechamcally stirred mixture of tert-butyl 2-(hydroxy)ethylcarbamate (32.2 g, 
200.4 mmol) and sodium hydroxide (300 mL of 50%) was added 

10 benzyltrimethylammonium chloride (3.79 g, 20.4 mmol) and benzyl bromide (23.8 mL, 
200.4 mmol). After stirring at room temperature for 12 hours TLC monitoring, using 1/1 
hexane/ethyl acetate and ninhydrin stain, indicated complete reaction. The resulting clear 
solution was diluted with ice water (1 L), and the organic layer was separated. The 
aqueous layer was washed with chloroform (4 x). The organic layers were combined and 

15 washed with water (2 x) and brine (2 x), dried with sodium sulfate, and concmtrated under 
reduced pressure to provide 45.4 g of clear liquid. NMR analysis confirmed the product, 
which was used in the next st^. 
PartB 

2-(benzyloxy)ethyiamine HCl 

20 The product jfrom Part A (45.4 g, 180.6 mmol), 2.2 M hydrochloric acid in ethanol 

(200 mL), and 10% aqueous hydrochloric acid (20 mL) were combined and stirred for 62 
hours. The reaction was determined to be complete by TLC and HPLC analysis. The 
volatile were removed under reduced pressure, and the resulting solids were recrytallized 
from eflxyl acetate. The resultii^ white fluffy crystals were filtered ofl^ rinsed with diethyl 

25 ether, and dried for 1 hour to provide 27.4 g of white solids. NMR analysis confirmed fixe 
hydrochloride salt of 2-(benzyloxy)ethylamine, which was used in the next step. 
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Parte 

N-[2-(Benzyloxy)ethyl]-2-cmor<>5,6-dime%l-3-nitropyri 

2,4-DicWoro-67"dimethyl-3-nitropyridine (26.89 g, 121.7 mmol), anhydrous N,N- 
dimethylfonnamide (400 mL), anhydrous triethylamine (48.84 mL), and the 
ben2yloxyethylamme hydrochloride salt (27.4 g, 146.0 mmol) from Part B were combined 
under nitrogen and heated to 90 ''C for 20 minutes, 60 for 1 hour, and then 90 °C for 1 
hour. The reaction was complete as determmed by TLC analysis using 8/2 hexane/efhyl 
acetate. The reaction mixture was concentrated under reduced pressure, and the resulting 
orange soUds were triturated with water. The resulting solids were jBltered off and 
recrystallized from ethyl acetate. Recrystallized solids were rinsed with hexane and dried 
under vacuum at 50 °C for 30 minutes to provide 21.8 g of yellow fluffy soUd for use in 
the next step. NMR analysis confirmed flie N-[2-(benzyloxy)ethyl]-2-chloro-5,6- 
dimethyl-3-mtropyridin-4-amine and a minor amount of residual salts. 
PartD 

N-[2-(Benzyloxy)ethyl]-5,6-dimethyl-3-nitro-2-phenoxypyridin-4-a^ 

To a stirred solution of sodium hydride (4.75 g, 1 18.8 mmol, 60% m mineral oil) in 
diglyme (50 mL) xmder a nitrogen purge was added phenol (1 1 .56 g, 122.8 mmol) 
dissolved in diglyme (50 mL) by cannula over a 10 minute period. The flask from which 
the phenol solution was transferred was washed with diglyme (2 x 20 mL), and the 
washings were added to the reaction mixture. Because the reaction was exothermic, an ice 
bath was used to cool the reaction mixture. After 15 minutes, addition of a solution of N- 
[2-(ben2yloxy)ethyl]-2-cMoro-5,6-dimethyl-3-nitropyridin-4-amine (26.6 g, 79.2 mmol) in 
diglyme (100 mL) to the clear solution of sodium phenoxide was begun. The flask from 
which the pyridine-4-amine starting material was transferred was rinsed with diglyme (3 x 
20 mL), and the rinsings were transfenred to the sodium phenoxide solution as well. The 
transfer was complete after 15 minutes, and the resulting orange solution was heated to 
about 150 ^'C for 4.5 hours when the reaction was determined to be essentially complete by 
HPLC. The resulting reaction solution was concentrated under reduced pressure, and the 
resulting dark oil was dissolved in etiiyl acetate. The ethyl acetate solution was wased 
with ammonium chloride (Ix), IN potassium hydroxide (3 x), and brine (2 x). The 
potassium hydroxide fractions were combined and extracted with dichloromethane (4 x). 
The organic fractions were combined, dried with magnesium sulfate, and concentrated 
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under reduced pressure. The resulting dark oil was passed through a colimm containing 
400 g silica using 8/2 hexane/ethyl acetate. The resulting isolated product was an orange 
oil, which was triturated with hexane/diethyl ether. The resulting yellow solids were 
dried in a vacuum oven at 60 to provide 21 g of product. NMR and LCVMS analyses 
5 confirmed the N-[2-(ben2yloxy)ethyl]-23-Hiimethyl-5-nitro-6-phenoxypyri 
with good purity. 
PartE 

N^-[2-(Benzyloxy)ethyl]-5,6-dimefliyl-2-phenoxypyridine-3,4^ 

N-[2-(Benzyloxy)ethyl]-5,6-Kiimethyl-3-nitro-2-pheno^^ (12 g, 

10 30.499 mmol) firom Part D was combined with 5% platinum on carbon (2.2 g) in a Parr 
flask under a nitrogen purge. Toluene was slowly added to the resulting reaction mixture, 
which was then pressurized with hydrogen at 3 10 Id^a. After 2 hours the reaction was 
complete. The resulting reaction mixture was filtered through Celite™ filter agent, and 
the filtrate was concentrated under reduced pressure to provide 10.6 g of brown oil. NMR 

15 analysis confirmed the N^-[2-(benzyloxy)ethyl]-5,6-dhnethyl-2-phmoxypyridme-3,4- 
diamine at a purity of 99+%. 
PartF 

2-(Etiioxymethyl)-l-[2-(benzyIoxy)ethyl]-6,7-dimethyl-4-phenoxy-l/f-inri 
cjpyridine 

20 N^-[2-(Benzyloxy)ethyl]-5,6-dimethyl-2-phenoxypyridin-3,4-am^ (5.3 g, 14.582 

mmol) &om Part E, pyridme (50 mL), and pyridme hydrochloride (0.034 g, 0.2916 mmol) 
were combined with stirring under nitrogen and cooled with an ice bath to about 7 °C. 
Ethoxyacetyl chloride (1.876 g, 15.311 mmol) was added dropwise over 1 minute, and the 
resulting reaction mixture was stirred for 30 minutes. The ice bath was removed. LC/MS 

25 analysis of the resulting reaction solution confirmed the molecular weight of the e^qpected 
amide, and TLC (with 1/1 hexane/ethyl acetate) and HPLC analysis indicated no starting 
material or other by-products present 

The resulting reaction solution was heated to reflux (- 90 °C) for about 10 hours. 
HPLC analysis of the resulting reaction solution indicated about 4% of the amide 

30 remainmg along with tiie desired product The reaction solution was cooled to room 
tenq>erature and concentrated under reduced pressure. The resulting oil was triturated 
with hexane/diethyl ether, and the resulting solid was filtered off and dried to provide 4.33 
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g of pure product. A second crop from the hexane/diethyl ether was recovered to provide 

an additional 0.3 157 g of desired product 

PartG 

l-[2-(BenzyIoxy)ethyl]-2-(ethoxymethyl>6,7-dimefhyt 
S amine 

2-(Ethoxymethyl)-l-[2-(benzyIoxy)efhyl]-6J-^etb^^ 
imidazo[4,5-c]pyridine (4.33 g, 10.03 mmOl) was placed in a glass reaction flask, and ttien 
ammonium acetate (45 g) was added The flask was sealed with a teflon screw cap and 
heated to 156 °C for 44 hours. The reaction was determined to be complete by HPLC 

10 analysis, and the desired product's molecular weight was confirmed by LC/MS. The 
resulting solution was basified with 1 N potassium hydroxide to a pH of about 14. The 
basic solution was extracted with dichloromethane (5 x), and the organic layers were 
combined, washed with water (3 x) and brine (3 x), dried with magnesium sulfete, filtered, 
and concentrated under reduced pressure. The resulting oil was triturated with diethyl 

15 ether. After the resulting solids were filtered oflFand dried, they were recrystallized from 
ethyl acetate/diethyl ether and again dried. NMR analj^is or the recrystallized solids 
indicated impurities. The recrystallized solids were dissolved in ethanol. Hydrochloric 
acid (10 mL, 1 N) was added to the ethanol solution, and the resulting salt was filtered ofi' 
and dissolved m water. The resulting aqueous solution was basified with 1 N potassium 

20 hydroxide to a pH of about 14 and extracted with dichloromethane (4 x). The organic 
layers were combined, washed with water (2 x) and brine (3 x), dried with magnesium 
sulfate, filtered, and concentrated under reduced pressure to a white solid. The white solid 
was dried to provide 1.4285 g of l-[2-(benzyloxy)ethyl]-2-(ethoxymethyl)-6,7-dimethyl- 
lZr-imidazo[4,5-c]pyridin-4-amine, m.p, 107.3-108.2 ^'C. 

25 Analysis: Calculated for C20H26N4O2: %C, 67.77; %H, 7,39; %N, 15.81; Found: %C, 
67.88; %H, 7.44; %N, 15.79. 

NMR (300 MHz, DMSO-de) 8 7.22-7.31 (m, 3H), 7.14 (dd, J « 9.4, 1,9 Hz, 2H), 5.81 
(s, 2H), 4,67 (s, 2H), 4.57 (t, J = 5.6 Hz, 2H), 4.42 (s, 2H), 3,76 (t, J = 5,6 Hz, 2H), 3.47 
(q, J = 7.2 Hz, 2H), 2,34 (s, 3H), 2.30 (s, 3H), 1.12 (t, J = 7.2 Hz, 3H) 

30 
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Example 5 

l-[2-(Benzyloxy)ethyl]-2,6J-trimethyl-lif-imi 




5 PartA 

l-[2-(ben2rsrloxy)efhyl]-2,6J-trimethyI-4-^ 

N^-[2-(Benzyloxy)etiiyl]-5,6-dimethyl-2-phenoxypjddm-^ (5.3 g, 14.582 

nmol) from Part E of Example 4, anhydrous toluene (50 mL), pyridine hydrochloride 
(0.034 g, 0.2916 nunolX and triethyl orthoacetate (4.00 mL, 21.873 mmol) were combined 

10 with stirring under nitrogen. After the resultiag solution was heated to 90 °C (gentle 
reflux) for 1 hour, the reaction was complete. The reaction solution was concentrated 
undCT reduced pressure, and flie resulting oil was dissolved in ethyl acetate. The ethyl 
acetate solution was washed with water (3 x) and brine (2 x), dried with magnesium 
sulfate, filtered, and concentrated imder reduced pressure. The resulting solid was 

15 triturated with diethyl ether, filtered off, and dried to provide 5.1 13 g of pure white 
product, which was Used in the next step. 
Parts 

l-[2-(benzyloxy)ethyl]-2,6,7-trimethyl-lfr-imidazo[4,5-c]pyridin^ 
l-[2-<Benzyloxy)ethyl]-2,6,7-trimethyl-4-phenoxy4Jy-im 

20 (5.1 13 g, 13.195 mmol) tcom Part A and ammonium acetate (51 g) were combined in a 
dried glass pressure flask under nitrogen. The flask was sealed and heated to 150 X for 
46 hours. The reaction was complete, and the resulting solution was cooled and basified 
to a pH of about 12 wifli 1 N potassium hydroxide. The basic solution was extracted wifli 
dichloromethane (3 x), and the organic layers were combined, washed with water (3 x) 

25 and brine (3 x), dried witii magnesium sul&te, filtered, and concentrated under reduced 
pressure. The resulting oil was triturated with diethyl ether, and flie resultiag solids were 
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filtered off. NMR analysis of the solids indicated residual phenol. The solids were 
dissolved in ethyl acetate. The ethyl acetate solution was washed with 1 N potassium 
hydroxide (4 x), water (3 x) and brine (3 x), dried with magnesium sulfate, filtered, and 
concentrated under reduced pressure. The resulting oil was diluted with diethyl eiher, and 

S after several hours the resulting crystals were filtered off and rinsed with diethyl ether. 
The resulting solids, which by NMR analysis were fi»e of the phenol, were dried at 60 **C 
for 17 hours under high vacuum to provide 2.2515 g of l-[2-(benzyloxy)ethyl]-2,6,7- 
1rimethjd-ljff-imidazo[4,5-c]pyridin-4-ainine,in.p. 136.8-137.5 °C. 
Analysis: Calculated for C18H22N4O: %C, 69.65; %H, 7.14; %N, 18.05; Found: %C, 

10 69.71; %H, 7.06; %N, 18.03. 

NMR (300 MHz, DMSO-d^) 8 7.24-7.31 (m, 3H), 7.15 (dd, J = 9.4, 1.9 Hz, 2H), 5.61 
(s, 2H), 4.45 (t, J = 5.3 Hz, 2H), 4.42 (s, 2H), 3.73 (t, J = 5 J Hz, 2H), 2.47 (s, 2.32 (s, 
3H),2.29(s,3H) 

15 Example 6 

l-[2-(Benzyloxy)ethyl]"6,7-dimethyl-2-propyl-lF-inndazo[4,5-c]pyri 




Part A 

20 l-[2-(bOTzyloxy)e%l>6,7-dimethyl-4-phenoxy-2-propyl-lH-^ 

Pyridine hydrochloride (0.04 g, 0.380 mmol), and trimethyl orfhobutyrate (4.6 ndU 
28.48 mmol) were added to a stirred solution of N*-[2-(benzyloxy)ethyl]-5,6-dimethyl-2- 
phenoxypyridine-3,4-diamine (6.9 g, 18.984 mmol) prepared as in Part E of Exan?)le 4 in 
toluene (65 mL). After the resulting solution was heated to reflux for 2 hours, the reaction 

25 was complete as determined by TLC (using 1/1 hexan^ethyl acetate), HPLC, and LC/MS. 
The reaction solution was then concentrated under reduced pressure, and the resulting oil 
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was dissolved in ethyl acetate. The ethyl acetate solutioii was washed with brine (3 x), 
dried with magnesium sulfate, filtered, and concentrated under reduced pressure. The 
resulting tan solids were triturated with diethyl ether, filtered off, and dried to provide 
6.5862 g of pure product (by NMR and LC/MS), which was used in the next step. 
5 Parts 

l-[2-(benzyloxy)ethyl]-6J-diniethyl-2-propyl-l/f-urudazo^^^^ 

l-[2-(Ben2yloxy)ethyl]-6J-dimetiiyl-4-phenoxy-2-propyl-l^^ 
c]pyridine (6.6 g, 15.8 mmol) and anamonium acetate (66 g) were combined in a dried 
glass pressure flask under nitrogen with stining. The flask was sealed with a teflon screw 

10 cap and heated to 156 for 44 hours. The reaction was complete as determined by 

HPLC and LC/MS, and the resulting solution was cooled and basified to a pH of about 14 
with 1 N potassitim hydroxide. The basic solution was extracted wilix dichloromethane (5 
x), and the organic layers were combined, washed with 1 N potassium hydroxide (3 x), 
water (1 x) and brine (3 x), dried with magnesium sulfate, filtered, and concentrated und^ 

15 reduced pressure. The resulting residue was triturated with ethyl acetate/diefliyl ether, and 
the resulting solids were filtered off and dried. NMR analysis of the solids indicated 
inq)urities. The solids were recrystallized fi?om isopropyl alcohol and dried. Impurities 
were found hi the resulting solids (3.2982 g), which were then recrystallized &om ethyl 
acetate/hexane and again dried. The resulting solids (2.4076 g), still with impurities, were 

20 dissolved in ethanol, and the resulting solution was treated with 1 M hydrochloric acid in 
diethyl ether (10 mL). The resulting hydrochloride salt was filtered off, dissolved in 
water, and the aqueous solution was basified with IN potassium hydroxide to a pH of 
about 14. The resulting aqueous mixture was extracted with dichloromethane (5 x), and 
the combined organic layers were washed with water (3 x) and brine (3 x), dried with 

25 magnesium sulfate, filtered, and concentrated under reduced pressure. The resulting white 
solid was dried to provide 1.5999 g of l-[2-(benzyloxy)ethyl]-6,7-dimethyl-2-piopyl-l/f- 
imidazo[4,5-c]pyridin-4-amine, m.p. 99.5-100.0 °C. 

Analysis: Calculated for C20H26N4O: %C, 70.98; %H, 7.74; %N, 16.55; Found: %C, 
70.79; %H, 7.71; %N, 16.80. 
30 NMR (300 MHz. DMSO-de) 5 7.24-7.31 (m, 3H), 7.14 (dd, J = 9.4, 2.3 Hz, 2H), 5.60 
(s, 2H), 4.46 (t, J = 5.6 Hz, 2H), 4.41 (s, 2H), 3.71 (t, J = 5.3 Hz, 2H), 2.78 (t, J « 7.5 Hz, 
2H), 2.32 (s, 3H), 2.29 (s, 3H), 1.76 (sextet, J = 7.5 Hz, 2H), 0.95 (t, J = 7.2 Hz, 3H) 
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Example 7 

2,6,7-Trimelhyl-l-{2.[(3-phenylprop-2-ynyl)oxy]elii^^^ 



PartA 

S-Bromo-l-phenylpropyne 

3-Phenyl-2-propyn-l-ol (5 g, 37.83 uimol), anyhdrous diethyl eflier (10 mL), and 
anhydrous pyridine (0.76 mL) were combined with stirring nndei: nitrogen. To the 
resulting reaction mixture cooled to about 7 with an ice bath was added dropwise over 
20 minutes a solution of phosphorous tribromide (1.8 mL (18.92 mmol) in anhydrous 
diethyl ether (20 mL). The ice bafli was then removed, and the solution was stirred at 
room temperature for 2 hours. The reaction was complete, and the resulting reaction 
mixture was diluted with ice water. The organic layer was separated, and the aqueous 
layer was washed with diethyl etiier (3 x). The combined organic layers were washed with 
water (2 x), saturated aqueous sodium bicarbonate (2 x), and brine (2 x), dried with 
magnesium sulfate, diluted wifli 8/2 hexane/ethyl acetate (100 mL), filtered through silica, 
and concentrated under reduced pressure. The resulting oil was filtered through silica with 
a dichloromethane rinse. The filtrate was concentrated under reduced pressure to provide 
a slightly cloudy oil (7.22 g). 3-Bromo-l-phenylpropyne was confirmed by NMR 
analysis.. 
Parts 

l-[(2-Chloro-5,6-dimethyl-3-rutropyridin-4-yl)arnino]€th^ 

2,4-Dichloro-5,6-dimethyl-3-nitrqpyridine (60 g, 271.4 mmol), anhydrous NJT- 
dimethylformamide (900 mL), ethanolamine (19.6 mL, 325.8 mmol), and anhydrous 
triefhylamine (45.4 mL^ 325.8 mmol) were combined with stirring under nitrogen. The 
reaction mixture was held at 40 ''C for 1 7 hours when TLC and HPLC monitoring 



amine 




147 



wo 03/103584 



PCT/US03/17659 



indicated complete reaction with no starting material present. The resulting reaction 
mixture was concentrated under reduced pressure, the resulting yellowish orange solids 
were triturated with water (3 x 1 L), filtered o£^ and dried by dissolving the solids in 
methanol/diethyl ether, followed by removal of the solvents under reduced pressure. The 
5 resulting solids were slurried in diethyl ether, followed by removal of the diethyl ettier 
under reduced pressure. Mer repeating the slurrying and solvent r«noval several times, 
the resulting solid was dried at 85 °C for 16 hours under high vacuum to provide 552 g of 
yellow solid, which was carried on to the next step. NMR analysis confirmed l-[(2- 

diloro-S,6-dimethyl-3-nitropyridin-4-yl)amino]efhan-2-ol. 
10 Parte 

l-[(2,3-I>hnaethyl-5-nitro-6-phenoxjpyridia-4-yi)aminD]et^ 

• A solution of phenol (94 g, 998.9 mmol) in diglyme (200 mL) was added slowly 
over 45 minutes to a solution of sodium hydride (38.06 g, 951.5 mmol, 60% in mineral 
oU) in diglyme (100 mL) cooled to 4 with an ice bath. Hydrogen gas evolved, and the 

15 temperature increased to a maximum of 34 »C, but was immediately reduced by slowing 
the rate of phenol addition. After addition was conq)lete, the reaction mixture was stirred 
for 1 hour. About 200 mL of the resulting clear solution was removed and set aside. The 
ice bath was removed, and l-[(2-chloro-5,6-dimethyl-3-nitropyridin-4-yl)amino]eflian-2-ol 
(55.2 g, 224.69 mmol) dissolved in diglyme (400 mL) was added to the clear reaction 

20 solution under nitirogen. The flask fiom which tiie starting material was ti^feired was 
rinsed with diglyme (2 x 100 mL), and tiie rinsings were added to the resulting reaction 
mixture. This reaction mixture was heated to 1 1 0 "C for 4 hours under a flow of nitrogen, 
and then the resulting reaction mixture was concentrated under reduced pressure. The 
resulting oU was cooled to about 5 "C for 2 days, tiiturated witix hexane, and passed 

25 through a silica gel column using 8/2 hexane/ethyl acetate, then 7/3 hexane/ethyl acetate, 
and ending witii 6/4 hexane etiiyl acetate over 3 days. A first 10.5 g fiaction of inq)ure 
product and a second 3.9 g fiction of pure product were isolated. The first fraction 
(9.6510 g) was dissolved in ethyl acetate/hexane and the product allowed to crystallize. 
The crystals were filtered off and dried to provide 9.6510 g of product, which was 

30 combmed with the previous 3.9 gofpure product and carried on to the next step. 
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PartD 

l-[(2,3-Dime11iyl-5-mtro-6-phenox)pyridin-4 

l-[(23-Dime%l-5-mtro-6-pheaox)TP)nridm-4-yl)ai^ (13.55 g, 44.67 

inmol), anhydroxis dichloramethane (150 mL), pyridine (21.7 toL), and 

5 dunethylaminopyridine (0.1 1 g) w^e combined, and then acetic anhydried was added 
under nitrogen. The resulting solution was stirred at room temperature for 30 minutes. 
The reaction was complete, and the reaction solution was concentrated under reduced 
pressure. The resulting oil was dissolved in dichloromethane, and the dichloromefhane 
solution was washed with 4% sodium bicarbonate (3 x), watar (3 x), and brine (3 x), dried 

1 0 with magnesium sulfate, jfiltered, and concentrated under reduced pressure. The resultmg 
yellow solid was triturated with diethyl ether, and the solids were filtered off and dried to 
provide 11.5 g of product The l-[(2,3-Dimefhyi-5-nitro-"6-phenoxypyridin-4- 
yl)amino]eth-2-yl acetate structure was confirmed by NMR and its molecular weight was 
confirmed by LC/MS. 

15 Part E 

l-[(3-Anuno-5,6-dimethyl-2-phenoxypyridin-4-yl)amino]eth-2-yl Acetate 

l-[(2,3-Dimethyl-5-mtro-6-phenoxypyridin-4-yl)amino]eth-2-yl acetate (1 1 .5 g, 
33.30 mmol) was combined with 5% platinum on carbon (5.0 g) in a Parr flask. Toluene 
was added to the flask (120 mL) and the resulting mixture was pressurized with hydrogen 
20 at 3 1 0 kPa at room temperature for 1 ,6 hours. The reaction was complete as determined 
by LC/MS and HPLC. The resulting reaction mixture was filtered through CeUte™ filter 
agent, and the filter cake was rinsed with more toluene. The volatiles were removed under 
reduced pressure, and the resulting oil was carried on to the next step. 
PartF 

25 l-[2,6,7-Trimethyl-4-phenoxy-lif-irmda2o[4,5-c]pyrid^^ Acetate 

l-[(3-Amino-5,6-dimethyl-2-phenoxypyridin4-yl)amino]efh-^^ acetate (10.5 g, 
33.29 mmol), toluene (100 mL), pyridine hydrochloride (0.077 g, 0.6659 nmiol), and 
triefhyl orthoacetate (9.1 mL, 49.94 mmol) were combined with stirring and the resultmg 
mixture was heated to a gentle reflux (about 95 **C) for 1.5 hours. The reaction was 

30 con5)lete. The resulting reaction mixture was concentrated under reduced pressu^ 

white solids, which were dissolved in ethyl acetate. The ethyl acetate solution was washed 
with watec (3 x) and brine (2 x), dried with magnesium sulfate, filtered, and concentrated 
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under reduced pressure. The resulting solid was triturated with diethyl ether, filtered off, 
and dried at 60 °C overnight to provide 1 1 . 1 g of pure product, which was carried on to the 
next step. 
PartG 

5 l-[2,6,7-Triinethyl-4-phenoxy-lif-imidazo[4,5-c]pyri^^ 

l-[2,6,7-Triinethyl-4-phenoxy4ir-imdazo[4,5-c]pyri^^ 
(1 1.1 g, 33.0 mmol), methanol (250 mL), and potassium carbonate (1.14 g, 8.25 iranol) 
were combmed with stirring and heated to 45 under nitrogm. The reaction was 
conq>lete after 30 minutes, and the reaction mixture was concentrated under reduced 
10 pressure to a solid, which was dissolved in dichloromethane. The resulting solution was 
subjected to flash chromatography using 9/1 dichloromethane/methanol. A white soUd 
was isolated and dried to provide 9.1 g of product 
PartH 

l-[2,6,7-Trimethyl-4-phenoxy-lff-inudazo[4,5-^]pyrid^^ (3-Phenylprop-2- 
15 ynyl) Ether 

Sodium hydride (0.82 g, 20.48 mmol, 60% in mineral oil) and anhydrous N,N- 
dimethylfonnamide (20 mL) were combined and stirred for 5 miautes under nitrogen. A 
solution of l-[2,6,7-trimethyl-4-phenoxy4H-iinidazo[4,5-c3pyridin-l-yl]ethan--2-ol (5.8 g, 
19.50 mmol) fiom Part G in N,N-dimethylformamide (30 mL) was then added to the 

20 sodium hydride over 5 minutes. After stirring the resulting reaction solution for 1 0 
minutes at room temperature, a solution of 3-bromo-l-phenylpropyne (4.18 g, 21.45 
mmol) firom Part A in N,N-dimethylformamide (15 mL) was added to the reaction 
solution, and the resulting reaction mixture was stirred for 4 hours and 10 minutes. 
Sodium hydride (0.10 g, 60 % in mineral oil) and then 3-bromo-l-phenylpropyne (1 g) 

25 were added to the reaction mixture, and after stirring for 30 mmutes, HPLC monitoring of 
the reaction mixture indicated about 7% starting material remaining. The reaction mixture 
was concentrated under reduced pressure, and the resulting oil was dissolved in 
dichloromethane. The dichloromethane solution was washed with saturated ammonium 
chloride (3 x), water (3 x), and brine (3 x), dried with magnesium sulfate, filtered, and 

30 concentrated under reduced pressure to a brown solid, which was triturated with diethyl 
eth^. The resulting solid was filtered off, and a second crop was collected firom the 
mother liquor. The combined solids were passed throu^ a column of silica (120 g, 40 x 
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200 mm) using 95/5 ethyl acetate/dichloromethane. A white solid (5.4 g) was isolated and 
earned on to the next step. HPLC analysis indicated the presence of about 9% starting 
material in the white solid. 
Parti 

5 2,6,7-Trimethyl-l-{2-[(3-phenylprop-2-ynyl)oxy]ethyl}-l/^^ 
amine 

l-[2,6,7-Trimethyl-4-phenoxy-lH-unidazo[4,5-c]pyri^^ (3- 
phenyIprop-2-ynyl) ether (5*4 g, 13.122 mmol) fiom Part H and ammonium acetate (54 g) 
were combined in a glass pressure vessel The vessel was sealed with a teflon screw cap, 

10 and the reaction mixture was heated to 1 50 ''C for 45 hours. The reaction was essentially 
complete, and the resulting reaction solution was cooled with an ice bath, acidified to a pH 
of 1 with 10% hydrochloric add, and washed with dicMoromethane (3 x 500 mL). The 
combmed organic portions were washed with 10% hydrochloric acid (4 x). The acidic 
aqueous portions were combined, basified with potassium hydroxide pellets to a pH of 14. 

15 The resulting brown solids were filtered off and recrystaUized from methanol. A first crop 
of 0.6 g was collected for use in Example 5, and a second crop was collected and found to 
, contain about 2% of the 4-hydroxy compound by NMR analysis. The second crop was 
returned to the mother liquor, and dicMoromethane was added until all solids were 
dissolved. IM Hydrochloric acid in diethyl ether (20 mL) was added to the resulting 

20 solution, and the solids that formed were filtered off, and dissolved in water, which was 
basified to a pH of 14 with potassium hydroxide pellets. The resulting solution was 
washed with dicMoromethane (3 x). The organic portions were combined, washed with 
water (2 x) and brine (2 x), dried with magnesium sulfete, filtered, and concentrated under 
reduced pressure. The resulting wMte solid (1.8 g) was dissolved in dicMoromethane (150 

25 mL), and IM hydrocMoric acid in diethyl ether (5 .3 mL) was added to the resulting 

solution. The acidified solution was concmtrated under reduced pressure. The resulting 
solids were dissolved in water, and this aqueous solution was filtered to remove an oily 
sludge. The filtrate was basified with a few drops of 20% potassium hydroxide and then 
IN potassium hydroxide to a pH of 13. The fine white precipitate that formed was filtered 

30 off, rinsed with diethyl ether, and dried under vacuum for 18 hours to provide 1 .8064 g of 
2,6,7-trimethyl4-{2-[(3-phenylprop-2-ynyl)oxy]ethyl}-liy^ 
amine, m.p. 186.8-187.5 **C. 
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5 



Analysis: Calculated for C20H22N4O: %C, 71.83; %H, 6.63; %N, 16.75; Found: %C, 
71.51; %H, 6.50; %N, 16.71. 

NMR (300 MHz, DMSO-de) 8 7.32-7.40 (m, 5H), 5.61 (s, 2H), 4.47 (t, J - 5.3 Hz, 2H), 
4.36 (s, 2H), 3.83 (t, J = 5.6 Hz, 2H), 2.50 (s, 3H), 2.36 (s, 3H), 2.28 (s, 3H) 

Example 8 

2,6,7-Trimethyl-l-[2-(3-phenylpropoxy)ethyl]-l^^ 

NH2 




10 2,6,7-Trimethyl-l-{2-[(3-phenylprop-2-ynyl)oxy]ethyl^ 

c]pyiidm-4-ainine (0.55 g, 1.645 mmol) from Part I of Example 7 was combined with 10% 
palladium on carbon (0.10 g) in a Parr reactor. Methanol (30 mL) was added to the 
resulting mixture under a nitrogea purge, and then the mixture was placed under hydrogen 
at a pressure of 3 10 kPa for 4 hours. The resulting reaction mixture was filtered through a 

15 layCT of Celite™ filter agent, and the filtrate was concentrated under reduced pressure to a 
clear oil. The oil was dissolved in 5% methanol in diethyl ether (-* 50 mL), and IM 
hydrochloric acid in diethyl ether (1.7 mL) was added to the resulting solution. Volatiles 
were removed under reduced pressure, and the resulting solids were dissolved in water. 
The aqueous solution was stirred for 10 minutes when the product oiled out of solution. 

20 The aqueous portion was washed with dichloromethane (3 x). The combined organic 
portions were washed with water (2 x) and brine (3 x), dried with magnesium sulfate, 
filtered, and concentrated to a glassy oil undra: reduced pressure. The oil was triturated 
with diethyl ether. The solids that formed after 10 minutes of stirring were filtered off and 
dried for 18 hours to provide 0.3185 g of 2,6,7-trimethyl-l-[2-(3-phenylpropoxy)ethyl]- 

25 lif-imidazo[4,5-c]pyridin-4-amine, m.p. 118.1-11 9.0 **C. 



152 



wo 03/103584 



PCTAJS03/17659 



Analysis: Calculated for C20H26N4O: %C, 70.98; %H, 7.74; %N, 16.55; Found: %C, 
70.72; %H, 7.77; %N, 16.65. 

NMR (300 MHz, DMSO-de) 8 7.09-7.22 (m, 3H), 6.99 (d, J = 8.1 Hz, 2H), 5.66 (s, 
2H), 4.43 (t, J = 5.3 Hz, 2H), 3.64 (t, J = 5.3 Hz, 2H), 3.27 (t, J = 6.2 Hz, 2H), 2.51 (s, 
5 3H), 2.45 (t, J = 7.8 Hz, 2H), 2.36 (s, 3H), 2.31 (s, 3H), 1.68 (p, J = 7.0 Hz, 2H) 

Example 9 

2,6,7-Ttimethyl4<2-{[(2E)-i3-phenylim)p-2-enyl]oxy}eth^)-lfl'-mri 

amine 



10 




PartA 

1 -[2,6,7-Trimefliyl-4-phenoxy-li^imidazo[4,5-c]pyridin-l-yl]eth-2-yl [(2E>3- 
Plienylprop-2-enyl] Ether 

1 5 Sodium hydride (0.41 g, 1024 mmol, 60% in minetal oil) and anhydrous N,N- 

dimethyl&nuamide (10 mL) were combined and stibxed for 5 minutes under nitrogen. A 
solution of l-[2,6,7-trime%1.4-pheiu)xy4H-imidazo[4,5-c]pyridin-l-yl]ethan-2-ol (2.9 g, 
9.752 mmol) from Part G of Exanq)le 7 in N,N-dimeth^onnamide (15 mL) was th«i 
added to &e sodium hydride over 5 minutes. After stixiing the resulting leaction solution 

20 for 10 minutes at room temperature, a soMon of cinnamyl bromide (2.1 1 g, 10.73 mmoO 
in N,N-dimethylformamide (15 mL) was added to the reaction solution, and the resulting 
reaction mixture was stirred for 4 hours and 10 minutes. Sodium hydride (0.10 g, 60 % in 
mineral oil) and then cmnamyl bromide (0.1 g) were added to the reacticm mixtuie, and 
after stirring for 30 minutes, HPLC monitoring of the reaction mixture indicated about 9% 

25 starting material remaini n g. The reaction mixture was concentrated under reduced 
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pressure, and the resulting oil was dissolved in dichloromethane. The dichloromethane 
solution was washed with saturated anunonium chloride (3 x), water (3 x), and brine (3 x), 
dried with magnesium sulfate, filtered, and concentrated under reduced pressure to a white 
solid, which contained about 6% starting material by HPLC analysis. The white solid was 
5 passed through a column of silica (120 g, 40 x 200 mm) using 95/5 ethyl 

acetate/dichloromethane. The isolated product was triturated with diethyl ether, filtered 
off, and dried to provide 2.9 g of product with no starting material. This was carried on to 
the next step. 
PartB 

10 2,6,7-Trimethyl-l-(2-{[(2E)-3-phenyIprop-2-enyl]oxy}ethyl)-l/^^ 
amine 

l-[2,6,7-Trimethyl-4-phenoxy4ff-inaidazo[4,5-c]pyridn^^ [(2E>3- 
phenylprop-2-enyl] ether (2.9 g, 7.013 mmol) fiom Part A and ammonium acetate (54 g) 
were combined in a glass pressure vessel. The vessel was sealed with a teflon screw cap, 

15 and the reaction mixture was heated to 1 50 for 45 hours. The reaction was complete, 
and the resulting reaction solution was cooled with an ice bath, basified to a pH of about 
13 with IN potassium hydroxide, and washed with dichloromethane (4 x 500 mL). The 
combined organic portions were washed with water (3 x) and brine (3 x), dried with 
magnesium sulfate, filtered, and concentrated under reduced pressure to a white solid. 

20 The resulting white solid was slowly passed through a column containing 200 g silica that 
had been heated with 1 % diethyl ether in dichloromethane using 98/2 
dichloromethane/methanoL Two crops of product were isolated firom the eluted solution, 
and both were recrystallized fi-om isopropyl alcohol. The resulting white powder was 
dried under vacuum for 18 hours to provide 0.7479 g of 2,6,7-trimethyH-(2-{[(2E)-3- 

25 phenylprop-2-enyl]oxy} ethyl)-lif-imidazo[4,5-c]pyridin-4-amine, m.p. 143 .7-144.8 ^'C. 
Analysis: Calculated for C20H24N4O: %C, 71.40; %H, 7.19; %N, 16.65; Found: %C. 
71.36; %H, 7.10; %N. 16.74. 

NMR (300 MHz, DMS0-d6) 5 7.30-7.33 (m, 4H), 7.20-7.25 (m, IH), 6.37 (d, J = 16.2 
Hz, IH), 6.20 (dt, J = 16.2, 5.3 Hz, IH), 5.62 (s, 2H), 4.46 (t, J = 5.3 Hz, 2H), 4.05 (dd, J = 

30 6.2, 1.2 Hz, 2H), 3,74 (t, J = 5.3 Hz, 2H), 2.51 (s, 3H), 2.36 (s, 3H), 2.28 (s, 3H) 
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Example 10 

2,6,7-TrnnelliyH -[2-(3-pyridin-3-ylpropoxy)ethyl]- lfl'-imidazo[4,5-c]pyridin-4-amine 



5 Part A 

2- K:Uoro-5,6-dimethyl-3-mtro-N-[2-(3-pyridin-3-ylpropoxy)e 

Anhydrous N,N-dimethylformainide (200 ml), aiihydrous triethylamine (12.1 ml), 
and 2,4-dichloro-5,6-dimethyl-3-mtropyridine (16.05 g) were combined and 2-(3-pyridin- 

3- ylpropoxy)ethylamme (14.4 g) was then added with stirring. The pale yeUow reaction 
16 mixture was heated to 45 °C imder a nitrogen atmosphere for 1 hour. HPLC analysis 

indicated that the reaction was sufficiently complete to proceed. The reaction mixture was 
allowed to cool and the solvent was removed under reduced pressure. The resulting oil 
was dissolved in ethyl acetate and washed twice: once witii a saturated aqueous solution of 
ammonium chloride and once with water. The organic layer was then extracted 3 times 
1 5 with brine, dried with magnesium sulfate, and concentrated under reduced pressure. The 
product was passed through a silica gel column using 90/10 eChyl acetate/hexane as the 
eluant The resulting oil was dried under vacuum at 60 X for 2 hours. NMR analysis 
indicated sufScient purity for use of the product in the next step. 



20 2,3-dimethyl-5-nitro-6-phenoxy-N-[2<3-pyridin-3-ylpropoxy)e&^^ 

2-Methoxyethyl ether (diglyme) (50 ml) and sodium hydride (60% m oil) (5.77 g) 
were combined. Under a nitrogen atmosphere, a solution of phenol (13.58 g) and diglyme 
(250 ml) was added slowly over 10 minutes to allow for controlled gas evolution. 2- 
chloro-5,6-dimethyl-3-nitro-N-[2-(3-pyridin-3-ylpropoxy)ethyl]pyri (35.1 g) 

25 ftom Part A was then added and the reaction mixture 'was heated to 90 ^C. After 1.25 




o 




Parts 
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hours, the reaction mixture clouded and the temperature was increased to 110 **C. After an 
additional 3.75 hours, HPLC and TLC analysis indicated the reaction was complete. The 
reaction mixture was cooled and ttie solvent was removed under reduced pressure. The 
. resulting oil was dissolved in ethyl acetate and washed once with 20% potassium 
5 hydroxide, once with IN potassium hydroxide, 3 times with water, and 3 times with brine. 
The combined organic layers were dried with magnesium sulfate and concentrated under 
reduced pressure. The residue was purified by flash chromatography over silica, eluting 
with 90/10 efhyl acetate/hexane. The fractions containing purified product were 
concentrated under reduced pressure and dried under vacuum at 70 overnight. NMR 
1 0 analysis of the resulting yellow oil indicated sufficient purity for use of the product in the 
next step. 
Parte 

5,6-dimethyl-2-ph€noxy-N^-[2-(3-pyridin-3-ylpropoxy)ethyl]p^ 

Under a nitrogen atmosphere, a solution of 2,3-dimethyl-5-nitro-6-phenoxy-N"[2- 

15 (3-pyridin-3-ylpropoxy)ethyl]pyridin-4-amine (27.1 g) in toluene (300 ml) was added to a 
Parr hydrogenation flask containing 5% platinum on carbon (1 0 g). After 4 hours at a 
hydrogen pressure of 207 kPa, the reaction was judged complete by HPLC and TLC 
analysis. The molecular weight and structure of the product were confirmed by LC/MS 
and NMR analysis, respectively. The reaction mixture was filtered through filter paper, 

20 Celite™, and magnesium sulfate. The filtrate was used in the next step. 
PartD 

2,6,7-trimethyl-4-phenoxy-l-[2-(3-pyridin-3-ylpropoxy)ethyl]-ljF^imidazo[^^ 

A solution of 5,6-dimefliyl-2-phenoxy-N^-[2-(3-pyridin-3- 
ylpropoxy)ethyl]pyridine-3,4-diamine (12 g) in toluene (300 ml) from Part C was 

25 combined with pyridine HCl (0.08 g) and triethyl orthoacetate (8.4 ml). Under a nitrogen 
atmosphere, the reaction mixture was heated to reflux (99 '^C) for 1.5 hours. TLC and 
HPLC analysis indicated that the reaction was complete. The solvent was removed under 
reduced pressure. The resulting yellow oil was dissolved in dichloromethane and washed 
once with saturated potassium carbonate, 3 times with water, and 3 times with brine. The 

30 combined organic layers were dried with magnesium sul&te and concentrated under 
reduced pressure. The resulting yellow oil darkened slightly after being dried under 
vacuum at 70 *'C ovemigiht The product was purified by column chromatogn^jhy over 
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silica using 95/5 ethyl acetate/methanol as tiie eluant The product was dried and then 
triturated with diethyl ether to yield a white solid that was dried under vacuum at 80 ^'C 
overnight NMR analysis of the dried solid indicated a pure product. 
PartE 

5 2,6,7-trimethyl-l-[2-{3-pyridinO-ylpropoxy)ethyl]-lfl^nm 

Under a nitrogen atmosphere, 2,6,7-trimethjd-4-phenoxy-l-[2-(3-pyridin-3- 
ylpropoxy)efhyl]-lJff-imidazo[4,5-c3pyridine (4 g) fix)niPart D and ammonium acetate (40 
g) were heated in a sealed tube to 150 °C. After 46.5 hours, NMR analysis indicated that 
only 7% of the starting material remained. The reaction mixture was cooled to ambient 

10 tempemture, diluted with ethyl acetate, and washed 3 times with IN potassium hydroxide 
and once with water. The organic layers were dried with magnesium sulfite and 
concentrated under reduced pressure. The resulting oil was triturated with 90/10 diethj^ 
ether/toluene and the filtered solids were dried under vacuum at 45 "^C, The pale yellow 
solid was dissolved in 10% hydrochloric acid and extracted 3 times with dichloromethane 

15 (DCM). Potassium hydroxide was added to the aqueous layer to bring the pH to 14, and 
this was subsequently washed 3 times with DCM. The combined organic layers were 
washed once with water, 3 times with brine, dried with magnesium sulfate, and 
concentrated under reduced pressure. The oil was purified by column chromatography 
over silica using 97/3 DCM/methanol as the eluant. The oil was then triturated with 

20 diethyl ether/toluene and the resulting soUd was recrystallized from ethyl acetate/hexane to 
yield 2,6J-trimethyl-l-[2-(3-pyridin-3-ylpropoxy)ethyl]-li^u^ 
amine, m.p. 108.6 - 109.5 ""C, 

Analysis: Calculated for C19H25N5O: %C, 65,49; %H, 7.52; %N, 20.10 
Found: %C, 65.69; %H, 7.58; %N, 20.36. 
25 NMR (300 MHz, DMSO-dfi) 6 8.36 (dd, J = 6.2\ 4.7 Hz, IH), 8.30 (d, J - 1.9, IH), 
7.38 (dt, J= 8.1, 1.9 Hz, IH), 7.21 (dd, J = 7.8, 4.7 Hz, IH), 5.78 (s, 2H), 4.44 (t, J = 5,3 
Hz, 2H), 3.66 (t, J = 5.3 Hz, 2H), 3.29 (t, J = 6.2 Hz, 2H), 2.51 (s, 3H), 2.46 (t, J - 8.1 Hz, 
2H), 2.36 (s, 3H), 2.31 (s, 3H), 1.70 (p, J = 7.0 Hz, 2H) 
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Example 11 

2-(Ethoxymethyl)-6J-dimethyl-l-[2-(3-pyridin-3-ylp^^^ 
clpyridin-4-amine 




5 

Part A 

2-(elhox3methyl)-^,7-dime%l-4-pheQoxy4-[2<3-py^ 
iinidazo[4,5-c]pyridine 

A solution of 5,6-^e%l-2-phenoxy-N*-[2-(3-pyridm-3- 

10 ylpropoxy)ethyl]pyridme-3,4-diainine (12 g) in toluene (300 ml) from Part C of Example 
10 was concentrated under pressure to yield a pale yellow liquid. Under a nitrogen 
atmosphere, this product was combined wilix anhydrous pyridine (100 ml) and pyridine 
HCl (0.08 g) and tiie reaction mixture was cooled to 0 "^C in an ice bath. Ethoxyacetyl 
chloride was added dropwise to the reaction mixture over 5 minutes, which induced the 

15 formation of a precipitate and changed the color of the solution from clear to pale yellow. 
After 30 minutes, TLC and HPLC analysis indicated the reaction was complete. The 
reaction mixture was gently heated to reflux (100 °Q for 17.5 hours under a nitrogen 
atmosphere. The mixture was allowed to cool and was then concentrated under reduced 
pressure. The oil was dissolved in ethyl acetate and washed once with saturated potassium 

20 carbonate, 3 tunes with water, and 3 times with brine. The brownish red organic layer was 
purified by column chromatography over silica using ethyl acetate as the eluant. The 
resulting oil was triturated with diethyl ether and dried to yield a white solid. NMR and 
LCyMS analysis indicated sufficient purity for use of the product in the next step. 
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PartB 

2<ethox3ane%l)-6J-dimethyl-l-[2<3-pyridm-3-ylpropoxy)ethyl]-l/^iim 
c]pyri<iin-4-amme 

Under a nitrogen atmosphere, 2-(eflioxyme&yl)-6,7-dimethyl-4-phenoxy-l-[2-(3- 
pyridm-3.y^poxy)ethyl]-lH-inuda2o[4,5-c]pyridme (4.6 g) from Part A and ammonium 
acetate (46 g) were heated in a sealed tube to 150 "C. After 65 hours, NMR analysis 
indicated that the reaction was conq>lete. The reaction mixture was cooled to ambient 
temperature, dissolved in ethyl acetate, and washed 3 times with IN potassium hydroxide 
and once wifli water. The organic layers were dried with tnagnesium sulfete and 
concentrated under reduced pressure. The resulting readue was dissolved in 10% 
hydrochloric acid and washed 3 times wifli dichloromethane (DCM). Potassiimi 
hydroxide was added to the aqueous layer to bring the pH to 14, and this was subsequently 
washed 4 times with DCM. The combmed organic layers were washed twice with water, 
twice with brine, dried wifli magnesium sulfete, and concentrated under reduced pressure. 
The oil was purified by column chromatography over silica using 98/2 DCM/methanol as 
the eluant Tbs oil was then triturated with ethyl acetate/hexane and the resulting solid 
was recrystallized from ethyl acetate/hexane to yield 2-(ethoxymethyl)-6,7-dimethyl-l-[2- 
(3-pyridin-3-ylpropoxy)ethyl]-l^r-imidazo[4,5-c]pyridin-4-amine as a white solid, m.p. 
78.0- 78.5 "C. 

Analysis: Calculated for C21H29N5O2: %C, 65.77; %H, 7.62; %N, 18,26 
Found: %C, 65.74; %H, 7.83; %N, 18.31. 

NMR (300 MHz, DMSO-dfi) 8 8.36 (dd, J = 3.1. 1.9 Hz, IH), 8.30 (d, J = 1.9, IH), 
7.39 (dt. J= 8.1, 1.9 Hz, IH), 7.22 (dd. J « 7.5, 5.0 Hz, IH), 5.81 (s, 2H). 4.70 (s, 2H), 4.55 

(t, J = 5.3 Hz, 2H), 3.69 (t, J = 5.6 Hz, 2H), 3.50 (q. J = 6.8 Hz, 2H), 3.30 (t, J = 5.9 Hz, 
2H), 2.46 (t, J = 7.8 Hz, 2H), 2.39 (s. 3H), 2.31 (s, 3H), 1.70 (q, J - 6.9 Hz, 2H), 1.13 (1^ J 
= 6.9Hz,3H) 
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Example 12 

2,6,7-Trime1hyl-l-[5-(methylthio)pentyl]-li7-u^ 
5 PartA 

A mixture of 2,4-dihy<koxy-5,6-dimefhyl-3-mtropyridme (245 g, 1.33 mol) and 
phosphorous oxychloride (2.2 L) was heated at 85*C overnight The bulk of the 
phosphorous oxychloride (1 .75 L) was removed under reduced pressure to provide a black 
oil. The oil was poured into water (2.5 L) and the mixture was cooled in an ice bath to 

10 5''C. The resulting tan precipitate was isolated by filtration, dissolved in dichloromethane 
(--3 L) and filtered to remove some black soUds. The filtrate was washed with 10% 
sodium carbonate and brine, dried over magnesium sulfate and then concentrated imder 
reduced pressure to provide 272 g of a light tan sohd. This solid was recrystallized &om 
heptane (2.5 mUg) to provide 248 g of 2,4-dichloro-5,6-dimethyl-3-nitropyridine as large 

15 amber rods. 
PartB 

A solution of 5-amino-l-pentanol (28.03 g, 271.4 mmol) in NJNf- 
dimetbylfomoiaxnide (200 mL) was added over a period of 45 minutes to a sohition of 2,4- 
dichloro-5,6-dimethyl-3-nitropyridine (60.01 g, 271.4 mmol) inN,N-dimethylformamide. 

20 The reaction was stirred overnight and then the NJEsf-dimefhylformamide was removed by 
vacuum distillation. The residue was dissolved ui ethyl acetate (500 mL), washed with 
water (4 x 75 mL), dried over magnesium sul&te and then concentrated under reduced 
pressure. The crude product was dissolved in hot ethyl acetate (400 mL). Hexanewas 
added until a clear solution was obtained then the mixture was allowed to cool to ambient 

25 tenq)erature. The resulting precipitate was isolated by filtration and washed with cold 

hexane to provide 26. 87 g of 5-[(2-cMoro-5,6-dimethyl-3-nitropyridin-4-yl)amino]pentan- 
l-ol as a solid. An additional 4.41 g was isolated firom the filtrate. 
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Parte 

Sodium hydride (6.63 g of 60%, 166 mmol) was added to chilled (CC) anhydrous 
tetrahydrofiiran (200 mL) and the mixture was allowed to stir for 15 minutes. A solution 
of phenol (15.07 g, 160 mmol) in tetrahydrofuran (150 mL) was added dropwise over a 
5 period of 1 hour. A solution of 5-[(2-chlon)-5,6-dimefliyl-3-mtropyridin-4- 

yl)amino]pentan-l-ol (31.723 g, llOmmoI) intetrahydroftran (150 mL) was added 
dropwise over a period of 30 minutes while Tnaint aining the reaction teaq>etature at O^C. 

The reaction nuxlijre was aUowed to wann to ambient tenq)erature and then it was heated 
at reflux overnight Analysis by thin layer chromatography indicated that the reaction was 

10 50-60% complete. An additional equivalent of phenoxide was prepared and added to the 
reaction mixture at ambient tenq>erature; then flie reaction mixture was heated at reflux 
overnight The reaction mixture was concentrated under reduced pressure. The residue 
was dissolved in ethyl acetate (300 mL); washed sequentially with water (2 X 50 mL), 5% 
sodium hydroxide (2 x 50 mL)) and IN sodium hydroxide (2 x 50 mL); dried over 

15 magnesium sulfete and th«i concentrated under reduced pressure. The residue was 
divided into two portions and purified by column chromatography (450 g of silica gel 
. eluting with 1 .1 hexanes:ethyl acetate to 1 :3 hexanes:ethyl acetate) to provide 38.13 g of 

5-[(2,3-dimethyl-5-mtn>-6-phenoxypyridiQ-4-yl)amino]pentan-l-oL 
PartD 

20 Thionyl chloride (10.72 mL, 147 mmol) was added dropwise to a mixture of 5- 

[(2,3-dimetliyl-5-mtro-6-phenoxypyridin-4-yl)amino]pentan-l -ol (34,0 g, 98 mmol) and 
dichloromethane (250 mL). The reaction mixture was heated at reflux for 2 hours and 
then it was placed in an ice bath and quenched wifli water. The reaction mixture vras 
concentrated under reduced pressure. The residue was combined with water (300 mL). 

25 Solid sodium bicarbonate was slowly added to pH 1 0; then the mixture was extracted with 
ethyl acetate (250 mL). The extract was washed sequentially with saturated sodium 
bicarbonate (2 x 100 mL) and brine (1 x 100 mL), dried over magnesium sul&te and then 
concentrated under reduced pressure to provide 30.96 g of jy^(5-diloropentyl)-2,3- 
dimethyl-S-nitro-6-phenoxypyridin-4-amjne. 

30 PartE 

A solution of JV'-(5-cmoropentyl)-2,3-dimethyl-5-nitro-6-phenoxypyridin4-amine 
(30.86 g, 85 nmiol) in toluene (200 mL) was added to a Parr vessel contaimng a mixture of 

161 



wo 03/103584 



PCTAJS03/17659 



5% platimim on carbon (25 .24 g) and toluene (100 mL). The vessel was placed under 
hydrogen pressure (30 psi, 2.0 X 10^ Pa) and allowed to shake overnight The reaction 
mixture was filtered through a layer of Celite® filter aid. The filtrate was concentrated 
under reduced pressure to provide 24.97 g of iV*-(5-chloropentyl)-5,6-diniethyl-2- 
5 phenoxypyridine-3,4-diamine as a thick off white oil. 
PartF 

Pyridine hydrochloride (2 g) and trimethyl orthoacetate (10.5 mL, 82 mmol) were 
added to a solution of iV*-(5-cMoropentyl)-5,6-dimethyl-2-phenoxypyridine-3,4-d^ 
(24.97 g, 75 nrniol) in anhydrous tetrahydrofviran (200 mL). The reaction mixture was 

10 heated at reflux for 25 hours, cooled to ambient temperature and then concentrated under 
reduced pressure. The residue was dissolved m hot ethyl acetate, titrated with hexanes and 
Ihen cooled. The resulting precipitate was isolated by filtration and then it was dissolved 
in ethyl acetate (300 mL), washed with water (2 x 100 mL) and with brine (1 x 100 mL), 
dried over magnesium sulfate and then concentrated under reduced pressure to provide 

15 21 .09 g of l-(5-cMoropentyl)-2,6,7-trimethyl-4-phenoxy-lH-imidazo[4,5-cfe 
PartG 

Sodium thiomethoxide (1.5 g, 21 mmol) was added to a solution of l-(5- 
cmoropentyl)-2,6,7-trimethyl-4-phenoxy-liJ-imidazo[4,5-c]p}^ (7.00 g, 19 mmol) in 
anhydrous N,N-dimethylfonnaniide (80 mL). The reaction mixture was stiired at ambient 
20 temperature for 1 .5 hours, then it as quenched with water and extracted with ethyl acetate 
(250 mL). The extract was washed with water (5 X 50 mL), dried over magnesium sulfate 
and then concentrated under reduced pressure to provide 6.73 g of 2,6,7-trimethyl-l-[5- 
(methylthio)pentyl]-4-phenoxy4if-imidazo[4,5-c]pyridme. 
PartH 

25 Ammonium acetate (25 g) and 2,6,7-trmiethyl-l-[5-(methylthio)pentyl]-4- 

phenoxy-lJy-muda2X)[4,5-c]pyridine (2.75 g, 7.45 mmol) were combined and heated at 
leO^'C overnight, the reaction mixture was cooled to O^^C and then diluted with water (50 
mL). The pH was adjusted to >13 with 15% sodium hydroxide and then the mixture was 
extracted with chlorofonn (2 x 100 mL). The combined extracts were dried over 

30 magnesium sulMe arid then concentrated under reduced pressure. The residue was 

purified on deactivated silica gel (triethylamine) eluting with 2% methanol in chloroform 
and then recrystallized from ethyl acetate/hexanes to provide 1.089 g of 2,6,7-trimethyi-l- 
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[5-(me%lthio)pentyl]-l/?-imiciazo[4,5-c]pyri as an off white solid, in.p. 121- 

Analysis: Calculated for C15H24N4S: %C, 61.61; %H, 8.27; %N, 19.16; Found: %C, 61,40; 
%H, 8.43; %N, 18.92. 



Benzeniefhiol (2.42 mL, 23.6 mmol) was added dropwise to a suspension of sodium 
hydride (0.944 g of 60%, 23.6 mmol) in anhydrous N,N-dimethylfonnamide (50 mL) and 
stirred until a clear solution was obtained A solution of l-(5-chloropentyl)-2,6,7- 
trimethyl-4-phenoxy-lJy-imidazo[4,5-c]pyridine (6.5 g, 18.2 mmol) in anhydrous NJ^- 

15 dimethyl&nnamide (50 mL) was added dropwise. Thereactionmixture was stirred at 
ambient temperature for 2 hours, then it was quenched with water and extracted with ethyl 
acetate (300 mL). The extract was washed with water (5 x 75 mL), dried over maguesium 
sulfite and then concentrated under reduced pressure to provide 7.20 g of 2,6,7-trimefhyl- 
4-phenoxy-l-[5-(phenyl1ino)pentyl]4/f-imidazo[4,5'-c]pyridine. 

20 Parts 

Ammonium acetate (25 g) and 2,6,7-trimethyl-4-phenoxy-l-[5- 
(phenylthio)pentyl]-li/-inudazo[4,5-c]pyridine (2.50 g, 5.80 mmol) were combined and 
heated at leO'^C in a sealed tube for 2 days. The reaction mixture was cooled to ambient 
temperature and diluted with water (100 mL). Sodium hydroxide (15%) was added and 
25 the mixture was extracted with chloroform (2x150 mL). The combined extracts were 
dried over magnesium sul&te and then concentrated under reduced pressure. The residue 



5 



Example 13 

2,6,7-Trimethyl-l-[5-(phenyltWo)pentyl]-lif-imida2X)[4,5-^^^ 




10 Part A 
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was purified by column chromatogr^hy (silica gel eluting with 2% methanol in 
chloroforai) followed by recrystallization from methanol/dichloromethane/hecanes to 
provide 2,6,7-trimethyl-l-[5-(^phenylMo)pentyl]-lJF^imidazo[4,5-c]py^ as an 

ofif white powder, m.p. ISl-lSS^'C. 



5 Analysis: Calculated for C20H26N4S: %C, 67.76; %H, 7.39; %N, 15.8; Found: %C, 67.41 ; 
%H. 7.53; %N, 15.54. 



Under a nitrogen atmosphere, a solution of 2-(2-aminoethoxy)ethanol (27.8 mL, 
277 mmol) in tetrahydrofuran (180 mL) was cooled to 0°C. Sodium hydroxide (140 mL 

15 of 2N) was added. A solution of di-rerT-butyl dicarbonate (60.27 g, 277 mmol) in 

tetrahydrofuran (1 80 mL) was added dropwise over a period of 1 hour with rapid stirring. 
The reaction was allowed to warm to ambient temperature and stir overnight The 
tetrahydrofuran was removed under reduced pressure. The pH of the resulting slurry was 
adjusted to ~3 by adding sulfuric acid (150 mL of IM). The mixture was extracted with 

20 ethyl acetate (6 x 100 mL). The combined extracts were washed with water (2 x 100 mL) 
and brine (1 x 100 mL), dried over magnesium sulfate and then concentrated under 
reduced pressure to provide 48.53 g oftert-hutyl 2-(2-hydroxyethoxy)ethylcarbamate as a 
colorless oil. 
Parts 

25 Under a nitrogen atmosphere, a solution of tertAmtyl 2-(2- 

hydroxyethoxy)ethylcaibamate (48.53 g, 236 nomol) in anhydrous dichloromethane (1 L) 
was cooled to O^'C. Triethylamine (49.4 mL, 354 mmol)) was added Methanesulfonyl 



Example 14 

l-[2-(2-Andnoethoxy)ethyl]-2,6,7-trimethyl-lff-iniidazo[4,5-c^ 

NH2 




10 



Part A 
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chloride (20. 10 mL, 260 nunol) was added dropwise over a period of 10 minutes. The 
reaction was allowed to warm to ambient temperature and stir overnight. The reaction was 
quenched with saturated sodium bicarbonate solution (500 mL). The organic layer was 
washed with water (3 x SCO mL) and brine (1 x 500 mL), dried over sodium sulfate and 
5 fiien concentrated under reduced pressure to provide 66.9 g of 2- {2-[(re7t- 
butoxycarbonyl)ammo]ethoxy} ethyl methanesulfonate as a brown oil. 
Parte 

Sodium azide (16.8 g, 259 mmol) was added to a solution of 2-{2-[(/er?- 
butoxycaibonyl)amino]ethoxy}ethyl methanesulfonate (66.9 g, 236 mmol) inN,N- 

10 dimefhylformamide (400 mL). Tlie reaction was heated at 90*'C for 1.5 hours. The 

reaction mixture was allowed to cool to ambient temperature, diluted with cold water (500 
mL) and then extracted with diethyl ether (4 x 300 mL). The combined extracts were 
washed with water (4 x 1 00 mL) and brine (1 x 200 mL), dried over magnesium sulfate 
and then concentrated under reduced pressure to provide 52 g oftert-butyl 2-(2- 

15 azidoethoxy)ethylcarbamate. 
PartD 

A solution of tert-butyl 2-(2-a2idoethoxy)ethylcarbamate (52 g, 226 mmol) in 
methanol (500 mL) was added to a Parr vessel containing 10% palladium on carbon (4 g) 
which had been wetted with toluene (30 mL). The mixture was placed under hydrogen 

20 pressure (30 psi; 2.0 X 10^ Pa). After 18.5 hours analysis by thin layer chromatography 
indicated that the reaction was not complete. Catalyst (0.5 g) was added and the 
hydrogenation was continued for an additional 4 hours. The reaction mixture was filtered 
through a layer of Celite® filter aid and a glass wool filter pad. The filter cake was rinsed 
with a mixture of isopropanol and methanol. The filtrate was concentrated under reduced 

25 pressure to provide tert-hxOyi 2-(2-aminoethoxy)ethylcaibamate. 
PartE 

Ainixture of 2,4-dihydroxy-5,6-dimethylO-nitropyridin (245 g, L33 mol) and 
phosphorous oxychloride (2.2 L) was heated at 8S*'C overnight. The bulk of the 
phosphorous oxychloride (1.75 L) was removed under reduced pressure to provide a black 
30 oil. The oil was poured into water (2.5 L) and the mixture was cooled in an ice bath to 
5°C. The resulting tan precipitate was isolated by filtration, dissolved in dichloromethane 
(-3 L) and filtered to remove some black solids. The filtrate was washed with 10% 
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sodium carbonate and brine, dried over magnesium sulfate and then concentrated under 
reduced pressure to provide 272 g of a light tan solid. This solid was recrystallized ftom 
heptane (2.5 mL/g) to provide 248 g of 2Adichloro-5,6"dimethyl-3-nitropyridine as large 
amber rods. 
5 PartF 

Under a nitrogen atmosphere, a solution of rert-butyl 2-(2- 
aminoethoxy)ethylcarbamate (23.1 g, 1 13 mmol) in N,N-dimethylformamide (100 mL) 
was added over a 1 hour period to a solution of 2,4-dichloro-5,6-dimethyl-3-mtropyridme 
(25.02 g, 1 13 mmol) in N,N-dimefh>dfonnamide (400 mL) containing triethylamine (24 

1 0 xnL, 175 mmol). The reaction mixture was allowed to stir at ambient temperature 
overnight The N,N-dimethylfonnamide was removed under reduced pressure. The 
residue was dissolved in ethyl acetate (500 mL), washed with water (3 x 100 ml), dried 
over magnesium sulfate, and then concentrated under reduced pressure. The residue was 
purified by column chromatography (450 g of silica gel eluting sequentially with 3/1 

15 hexanes/ethyl acetate (1.2 L), 2/1 hexanes/ethyl acetate (1.2 L), and 1/1 hexanes/ethyl 
acetate (1 L)) to provide 20.67 g of /erf-butyl 2-{2-[(2-chloro-5,6-dimethyl-3-nitropyridin- 
. 4-yl)amino]ethoxy}ethylcarbamate. 
Parte 

Phenol (5.33 g, 56.63 mmol) was added in small portions over a period of 10 
20 minutes to a chilled (0°) suspension of sodium hydride (2.39 g of 60%, 59.75 mmol) in 
anhydrous tetrahydrofuran (100 mL). After the addition was complete, the reaction was 
allowed to stir at 0^ for 30 minutes. A solution /ert-butyl 2-{2-[(2-chloro-5,6-dimethyi-3- 
nitn)pyridin-4-yl)amino]ethoxy}ethylcarbamate (20.67 g, 53.16 mmol) in teliahydrofuran 
(100 mL) was added over a period of 1 hour while maintaining the tenq)erature at O^C. 
25 The ice bath was removed and the reaction mixture was heated to reflux. At 46 and 52 
hours additional fresh sodium phenoxide (1 1 .3 mmol) was added, Refluxing was 
continued for 2 hours after &e second addition. The reaction mixture was diluted with 
ethyl acetate (500 mL); washed sequentially with water (3 x 100 mL), IN sodium 
hydroxide (2 x 100 mL), and brine; dried over magnesium sulfide and then concentrated 
30 under reduced pressure. The residue was purified by column chromatography (450 g of 
silica gel eluting with 1/1 hexanes/ethyl acetate) to provide 19.85 g of /er/-butyl 2-{2- 
[(2,3-dimethyl-5-nitro-6-phenoxypyridin-4-yl)amino]ethoxy}ethylcarbamate. 
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PartH 

A solution of oftert-hutyl 2-{2-[(2,3-dimethyl-5-nitro-6-phenoxypyridin-4- 
yl)ainino]etiioxy}ethylcarbarnate (15.34 g, 34.35 imnol) in absolute ethanol (500 mL) was 
combined with 5% platinum on carbon (12.02 g) in a Parr vessel and placed under 
5 hydrogen pressure overnight. The reaction mixture was filtered through a layer of Celite® 
filter aid. The filtrate was concentrated under r^uced pressure. The resultmg residue was 
puiified by column chromatography (250 g of silica gel eluting with 1/1 ethyl 
acetate/hexanes) to provide 11.21 g of tert-butyl 2-{2-[(3-amino-5,6-dimethyl-2- 
phenoxypyridin-4-yl)amino]etfaoxy}ettiylcarbamate. 
10 Parti 

Trimefhyl orthoacetate (3.55 mL, 28.27 mmol), tert-butyl 2-{2'[(3-anuno-5,6- 
dhnefliyl-2-phenoxypyridin-4-yl)amino]ethoxy}ethylcarbama^^ g, 26.92 mmol), 
pyridine hydrochloride (1 . 12 g) and toluene (120 mL) were combined and heated at reflux 
for 2.5 hours. The reaction mixture was concentrated under reduced pressure. The residue 
15 was dissolved in efliyl acetate (300 mL), washed with water (3 x 1 00 mL) and brine (1 x 
100 mL), dried over magnesium sulfate and then concentrated under reduced pressure to 
, provide 9.85 g of tert-hutyl 2-[2-(2,6,7-trimethyl-4-phenoxy-lif-imidazo[4,5-c]pyridin«l- 
yl)ethoxy]ethylcarbamate. 
PartJ 

20 A mixture of ammonium acetate (100 g) and tert-hutyl 2-[2-(2,6,7-trimethyl-4- 

phenoxy-lff-iinidazo[4,5-c]pyridin-l'yl)ethoxy]ethylcarbamate (9.85 g) was heated at 
IGO^C for 18.5 hours. The reaction mixture was diluted with water (100 mL), made basic 
13) with 15% sodium hydroxide (160 mL), saturated with sodium chloride and then 
extracted with chloroform (9 x 100 mL). The combined extracts were dried over 

25 magnesium sulfate and dien concentrated under reduced pressure. Analysis by high 
performance liquid chromatography and NMR showed that the residue contained about 
13% of N.{2-[2,6,7-trimethyl-4-phenxoy4/^imidazo[4,5-c]pyridm^ 
yl)efhoxy]ethyl}acetamide. The residue was combined with ammonium acetate (71 g) in a 
pressure vessel and heated at 160°C for 20 hours. The reaction was worked iq> as before. 

30 Residual ammonium acetate was removed by sublimation (high vacuum at 35^C) to 
provide 7.36 g of N-{2-[4-amino-2,6,7-trimethyl-ljy-umdazo[4,5-c]pyridu^^ 
yl)eflioxy]ethyl} acetamide. 
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PartK 

N«{2-[4-ammo-2,6J-trime%14/f-Mdazo[4,5-c]pyri^^ 
yl)ethoxy]efhyl}acetamde (7.36 g), concentrated hydrochloric acid (45 mL) and absolute 
ethanol (100 mL) were combined and heated at 90**C. After 26.5 hours additional 
5 concentrated hydrochloric add (2 mL) was added. The reaction was stopped after 29 
hours and concentrated under reduced pressure. In order to remove excess hydrochloric 
acid, the residue was twice diluted vnfh ethanol (100 mL) and concentrated under reduced 
pressure. The residue was dissolved in water (100 mL) and washed with chloroform (3 x 
50 mL). The aqueous layer was adjusted to pH ^12 with 15% sodium hydroxide, 

10 saturated with solid sodium chloride and then Mtracted with chloroform (9 x 100 mL). 
The combined extracts were dried over magnesium sulfate and then concentrated under 
reduced pressure. The residue was purified by column chromatography (100 g of silica 
gel eluting with 4% meflianol in chlorofomi containing 1% triethylamine) to provide 4.18 
g of l-[2-(2-aminoefhoxy)ethyl]-2,6 J-trimethyl-l^f-iniidazo[4,5-^^^ as a 

15 white powder, m.p. 130-133°C. 

Analysis: Calculated for C13H21N5O • 0.03 HCl: %C, 59.05; %H, 8.01; %N, 26.48; Found: 
- %C, 58.70; %H, 7.99; %N, 26.37. 

NMR (300 MHz, CDCI3) 5 4.79 (s, 2 H), 4.43 (t, J = 5.6 Hz, 2 H), 3.75 (t, J = 5.3 Hz, 2 
H), 3.38 (t, J = 5.3 Hz, 2 H), 2.78 (t, J - 5.3 Hz, 2 H), 2.59 (s, 3 H), 2.43 (d, J - 6.9 Hz, 6 

20 H),1.07(bs,2H); 

MS(CI)m/e264(M+H) 
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Example 15 
JV- {2-[2<4-Ammo-2,6 J-trime%14F-iim 

yl)ethoxy]ethyl}morpholine-4-carboxainide 




O 



5 

Under a mtrogen atmosphere, 4-morpholinecarbonyl chloride (370 |jL) was added 
to a solution of l-[2-(2-ammoethoxy)ethyl]-2,6J-trimethyl-lff-inudazo[4,^ 
amine (0.757 g) in chloroform (1 1 mL) and triefliylamine (520 pL). The reaction mixture 
was stirred at ambient temperature for about 3 hours; then it was diluted with chloroform 

10 (20 mL) and washed with saturated sodium bicarbonate solution. The organic layer was 
dried over magnesium sulfate and concentrated under reduced pressure. The cmde 
product was recrystalUzed from acetonitrile and dried in a vacuum oven at 60°C for 24 
hours to provide 0.7014 g of JV'-{2-[2-(4-anaino-2,6,7-trimethyl-li?-hnidazo[4,5- 
l-yl)ethoxy]ethyl}morpholine-4-carboxamide as a white powder, m,p. 205-207**C. 

15 Analysis: Calculated for CigHzsNeOa • 0.05 HCl: %C, 57.15; %H, 7.47; %N, 22.22; 
Found: %C, 56.75; %H, 7.47; %N, 21.98. 

NMR (300 MHz, CDCI3) 8 4.80 (s, 2 H), 4.45 (t, J = 5.3 Hz, 2 H), 4.30 (s, 1 H), 3.75 (t, 
J = 4.9 Hz, 2 H), 3.62 (t, J = 4.9 Hz, 4 H), 3.44 (t, J = 4.7 Hz, 2 H), 3.34 (m, 2 H), 3.09 (t, J 
= 4.7 Hz, 4 H), 2.57 (s, 3 H), 2.43 (d, J = 3.1 Hz, 6 H); 

20 MS(CI)m/e377(M+H) 
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Example 16 
JV^{2-[2-(4-Aimno-2,6J-trime%l-liy-i^ 

methylpropanamide 




O 



Under a nitrogen atmosphere, isobutyryl chloride (330 pL, 3.15 mmol) was added 
to a solution of l-[2-(2-aminoethoxy)ethyl]-2,6 J-trimethyl-lfl'-in^ 
amine (0.757 g, 2.875 mmol) m chloroform (11 mL) and triethylamine (520 pL, 3.78 
mmol). The reaction mixture was stnred at ambient temperature for about 3 hours; then it 
was diluted with chloroform (20 mL) and washed with saturated sodium bicarbonate 
solution. The organic layw was dried over magnesium suljfete and concentrated under 
reduced pressure. The residue was purified by column chromatogr25)hy (10 g of silica gel 
eluting with 2% methanol m chloroform containing 0.5% triethylamine) to provide 0.3486 
g of ^^-{2-[2<4-amino-2,6,7-trimethyl-l^^-imidazo[4,5-c]py^ 
methylpropanamide as a solid, m.p. 179.5-182**C. 

Analysis: Calculated for C17H27N5O2 • 0.06 HCl: %C, 60.84; %H, 8.13; %N, 20.87; 
Found: %C, 60.67; %H, 7.89; %N, 20.57, 

NMR (300 MHz, CDCI3) S 5.23 (bs, 1 H), 4.93 (bs, 2 H), 4.44 (t, J = 5.3 Hz, 2 H), 3.74 
(t, J = 5.6 Hz, 2 H), 3.42 (t, J - 5.3 Hz, 2 H), 3.32 (m, 2 H), 2.58 (s, 3 H), 2.44 (d, J = 8.1 
Hz, 6 H), 2.15 (quintet, J - 6.7 Hz, 1 H), 1.04 (d, J = 6.8 Hz, 6 H); 
MS(Cl)m/e334(M+H). 

In the examples below the conopounds were purified either by preparative hig^ 
performance liquid chromatography (Method A) or by flash chromatogrq>hy (Method B). 

In Method A the conq)ounds were purified by preparative high performance liquid 
chronaiatography using a Waters Fraction Lynx automated purification system. The prep 
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HPLC fractions were analyzed using aMicromass LC-TOFMS and the appropriate 
fractions were combined and centrifuge evaporated to provide the trifluoroacetate salt of 
the desired compound. Column: Phenomenex Luna C18(2), 21.2 x 50 mm, 10 micron 
particle size, lOOA pore; flow rate: 25 mL/min.; non-linear gradient elution from 5-95% B 
5 in 12 min, then hold at 95% B for 2 min., where A is 0.05% trifluoroacetic acid/water and 
B is 0.05% trifluoroactic acid/acetonitrile; fraction collection by mass-selective triggering. 

In Method B the compounds were purified by flash chromatography using a 4 g 
silica gel cartridge (RediSep, SCO, 230-400 mesh, 6.25 cm x 1.27 cm diameter) attached ' 
to a gradient pump system, 254 nm UV detector and fraction collector (ISCO CombiFlash 

10 SglOOc system). The column was equilibrated with dichloromefliane and the reaction 
mixture was injected onto the colunm. The mixture was eluted at 30 mUminute, with a 
gradient program consisting of 100% dichloromethaue for 12 seconds, a Unear gradient to 
10 % mefhanol/dichloromethane over 1 minute and holding at 10% 
methanol/dichloromethane to elute the desired conq)ound. Fractions were examined by 

15 Ihin layer chromatography and those containing the desired compound were pooled and 
evaporated. In cases where the reaction mixture was a suspension, the mixture was treated 
with -125 mg of tris-(aminoethyl)amine polystyrene (Argonaut PS-Trisamine, 3,85 
meq/g), shaken for several minutes and then filtered prior to injection into the column. 

20 Examples 17-32 

The compounds in the table below were prepared using the following method. The 
appropriate acid chloride (1.1 eq.) was added to a test tube containing a solution of l-[2- 
(2-aminoethoxy)ethyl]-2,6,7-trimethyl-lJy-imidazo[4,5-c]pyridin-4-amm^ (25 mg) in 
chloroform (5 mL). The test tube was capped, vortexed and then placed on a shaker at 

25 ambient temperature overnight (--1 8 hours). The solvent was removed by vacuum 

centrifugation. The table below shows the structure of the free base (conq>ounds purified 
by Method A were isolated as trifluoroacetate salts), the observed accurate mass and the 
purification method that was used for that particular conq)ound. 
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o 


Example 
Number 


R* 


Accurate Mass 
(observed) 


Purification 
Method 


17 


butyl 


348.2391 


B 


18 


phenyl 


368.2095 


B 


19 


cyclohexyl 


374.2520 


B 


20 


benzyl 


382.2239 


B 


01 
Zl 


4-£luorophenyl 


386.1984 


B 


22 


2-ftiieiiyIin^yl 


388.1808 


B 


23 


4-cyaiioplienyl 


393.2031 


B 


24 


3-cyanopheii;^ 


393.2025 


B 


25 


2-pheayleQi>1 


396.2413 


B 


26 


3-inetlioxyphenyl 


398.2194 


B 


27 


4-metiioxyphenyl 


398.2173 


B 


28 


2-chloro-5-pyridyl 


403.1654 


B 


29 


benzyloxymethyi 


412.2364 


B 


30 


2-njtph.lhyl 


418.2225 


B 


31 


3-trifluoromethyIphenyl 


436.1938 


B 


32 


4-trifliioiomethoxyphmyl 


452.1924 


B 
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Example 33 

(liJ*^*)-iV'-{2-[2-<4-Ainmo-2,6,7-trime^^ 

yl)etiiDxy]ethyl}-2-phenylcyclopropanecaiboxaim 




o 

Using the method of Examples 17 - 32, traiis-2-phenylcyclopropylcarbonyl 
chloride was reacted with l-[2-(2-aminoethoxy)ethyl]-2,6,7-trimethyl4/f-i^ 
c]pyridin-4-amine to provide the desired compound. The product was purified using 
Method B. The observed accurate mass was 408.2392. 

Examples 34 -50 

The coizq>ounds in the table below were prepared using the following method. The 
25)propriate sulfonyl chloride (1.1 eq.) was added to a test tube containing a solution of 1- 
[2-(2-aminoefhoxy)ethyl]-2,6 J-trimethyl-li?-M (25 mg) m 

chloroform (5 mL). The test tube was c^ped, vortexed and then placed on a shaker at 
ambient temperature overnight (-1 8 hours). The solvent was removed by vacuum 
centrifiigation. The table below shows Ihe structure of the firee base (compounds purified 
by Method A were isolated as trifluoroacetate salts), ttie observed accurate mass and the 
purification method that was used for that particular compound. 
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NH, 

Ra 


Example 
Number 


R« 


Accurate Mass 
(observed) 


Purification 
Method 


34 


ethyl 


356.1729 


A 


35 


1-methylethyI 


370.1901 


A 


36 


butyl 


384.2092 


A 


37 


phenyl 


404.1767 


B 


38 


2-thienyl 


410.1327 


B 


39 


benzyl 


418.1900 


A 


40 


3-fluorophenyl 


422.1646 


B 


41 


4-cyanophenyl 


429.1709 


B 


42 


S-cyanophenyl 


429.1704 


B 


43 


4-mefibLOxyphenyl 


434.1857 


B 


44 


2,4-difluoropheayl 


440.1559 


B 


45 


l-napfath}i 


454.1910 


B 


46 


2-n£^hthyl 


454.1916 


B 


47 


4-trifluoromethy^heaDiyl 


472.1639 


A 


48 


4-biphenyl 


480.2050 


A 


49 


4-methylsulfonylphenyl 


482.1506 


A 


50 


4-trifluoromethoxyplienyl 


488.1624 


A 
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Example 51 
JV-{2-[2-(4-Amino-2,6,7-trimethyl-lJ?-M^ 

diinethylsulfaiiiide 



Using the metiiod of Examples 34 - 50» dimethylsulfamoyl chloride was reacted 
with l-[2-(2-aminoethoxy)ethyl]-2,6,7-trime%l-17y-imidazo[4,5-^^^ to 
provide the desired compound. The product was purified using Method A. The observed 
accurate mass was 371.1861. 

Example 52 

N-{2-[2-(4-Anrino-2,6,7-trimethyl-imidazo[4,5"C]pyrid^^ 

dimethyl-2-oxo-bicyclo[2.2.I]hept-l-yl)medianesulfonaimde 



Using the method of Examples 34 - 50, D-(+)-10-camphorsulfonyl chloride was 
reacted with l-[2-(2-aminoethoxy)efliyll-2,6,7-trimethyl-l^-imidazo[4,5-ic]pyridin^^ 
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amine to provide the desired compound. The product was purified using Method A. The 
observed accurate mass was 478.2455. 



Example S3 
J\r-{2-[2-(4-Ai3aino-2,6J-trimeth5d-lf^im 

(dimethyIammo)phenyl}diazeiiyl}benzenesulfi)namide 




Using the mefliod of Exan^les 34 - 50, 4Hiimeaiylaminoazobeiizeae-4'-sulfonyl 
chloride was reacted with l-[2-<2-ammoethoxy)ethyl]-2,6 J-trunethyl-lH-inudaro 
c]pyridin-4-amine to provide the desired compound. The product was purified using 
Method A, The observed accurate mass was 551.2551. 

Examples 54 -68 

The compounds in the table below were prepared using the following method. The 
jqppiopriate isocyanate (1.1 eq.) was added to a test tube containing a solution of l-[2-(2- 
aminoethoxy)ethyl]-2,6,7-trimethyl4/^imidazo[4,5-c]pyridm^ (25 mg) in 
chloroform (5 mL). The test tube was c£5)ped, vortexed and then placed on a shaker at 
ambient temperature overnight (-1 8 hours). The solvent was removed by vacuxnn 
centrifugation. The table below shows the stracture of the free base (compounds purified 
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by Method A were isolated as trifluoroacetate salts), the observed accurate mass and the 
purification method that was used for that particular compound. 





Example 
Number 


R. 


Accurate Mass 
(observed) 


Purification 
Method 


54 


1-methylethyl 


3492360 


B 


55 


1,1-dimethylethyl 


363.2506 


B 


56 


butyl 


363.2511 


B 


57 


phenyl 


383.2200 


B 


58 


cyclohexyl 


389.2638 


A 


59 


ethoxycarbonylmethyl 


393.2236 


A 


60 


3-cyanopheayl 


408.2141 


A 


61 


3-methoxyphenyl 


4132319 


A 


62 


3-acetylphenyl 


425.2293 


A 


.63 


4-(dimeQiylamino)phenyl 


426.2644 


A 


64 


3^melliylfhio)pliaiyl 


429.2057 


A 


65 


2,4-djmeflioxyphaiyl 


443.2390 


A 


66 


phenylsulfonyl 


447.1819 


A 


67 


4-metb.ylphenylsulfonyl 


461.1969 


A 


68 


2-chlorophenylsulfonyl 


481.1418 


A 
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Example 69 
jV'-{2-[2-(4-Amino-2,6J-trimethyl-lJ3-M 

yl)ethoxy]ethyl}moipholine-4-carboxamide 




Using the method of Examples 54 - 68, 4-morpholmecarboiiyl chloride was 
reacted with l-[2-(2-ainmoethoxy)ethyl]-2,6 J-trimethyl-liT-imidaM 
amine to provide liie desired compound. The product was purified using Method A. The 
observed accurate mass was 377.2295. 

Example 70 

jV'.{2-[2<4-Amino-2,6,7-trimethyl4iy-iinidazo[4,5-c]py^ 

[(li?*,2iS*)-2-plienylcyclopropyl]urea 



* Using the method of Examples 54 - 68, trans-2-phenylcyclopropyl isocyanate was 
reacted with l-[2-(2-aminoethoxy)ethyl]-2,6,7-trimethyl-l/f-imidazo[4,5-c]pyridm 




> \ 
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amine to provide the desired compoimd. The product was purified using Method A. The 
observed accurate mass was 423.2508. 

Example 71 

5 JV'-{2-[2-(4-Amino-2,6J-trimethyl4ff-umdazo[4,5-c]pyri 

methyl-jY-phenylurea 




Using the method of Examples 54 - 68, N-methyl-N-phenylcarbamoyl chloride 
10 was reacted with l-[2-(2-aixiinoethoxy)ethyl3-2,6,7-trimethyl-lif-inudazo[4^ 

amine to provide the desired compound. The product was purified using Method A. The 
observed acciurate mass was 397.2343. 

Examples 72 - 76 

1 5 The compounds in the table below were prepared using the following method. The 

appropriate isothiocyanate (1.1 eq.) was added to a test tube containing a solution of l-[2- 
(2-aniinoethoxy)ethyl]-2,6,7-trimethyl-l/?-imidazo[4,5-c]pyridin-4-ani^ (25 mg) in 
chloroform (5 mL). The test tube was capped, vortexed and then placed on a shaker at 
ambient temperature overnight ('-1 8 hours). The solvent was removed by vacuum 

20 centrifiigation. The table below shows the structure of the free base (compounds purified 
by Method A were isolated as trifluoroacetate salts), the observed accurate mass and the 
purification method that was used for that particular compound 
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Bxample 
Number 


R. 


Accurate Mass 
(observed) 


Furificatioii 
Method 


72 


3-((iimetibtylainmo)piopyl 


436.2851 


A 


73 


phenyl 


399.1946 


A 


74 


2-fiiroyi 


417.1715 


A 


75 


2-phenylefliyl 


427.2289 


A 


76 


4-methoxyphenyI 


429.2057 


A 



Example 77 

^^•-{2-[2-(4-Ammo-2,6J-trime%14Jy-imidaz^ . 
yl)ethoxy]e%l}metiianesuIfonamide 




Under a nitrogea atmosphere, methane sulfonic anhydride (550 mg) was added to a 
solution of l-[2-(2-aniinoethoxy)efhyll-2,6,7-trimethyl-.lfr-^ 
(757 mg, 2.875 mmol), triethylamine (520 \iL) and chloiofoxm (1 1 mL), The reaction 
mixture was allowed to stir at ambient temperature for about 3 hours. The reaction 
mixture was diluted with chloroform (20 mL) and washed with saturated sodium 
bicarbonate solution (10 mL). The organic layer was dried over magnesium sulfate and 



180 



wo 03/103584 PCT/US03/17659 



10 



then concmtrated under reduced pressure to provide crude product as a light yellow oil. 
The oil was purified by column chromatography (10 g of silica gel eluting with 2% 
methanol in chloroform containing 0.5 % triethylamine). The fractions containing 
product were combined and concentrated under reduced pressure. The residue was 
purified using Metihod A described above to provide 0.2753 g of i\r-{2-[2-(4-amino-2,6,7- 
trimethyl-l/r-imidazo[4,5-c]pyridin4-yl)ethoxy]ethyl}metha^ 

Example 78 

l-[5H>4ethanesulfonyl)pentyl]-2A7-trimethyl-lJE^imi^ 



o 

II 

T 
o 



3-Chloropen)xybenzoic acid, available as an approximately 75% pure noixture 
(mCPBA), (2.727 g, 15.80 mmol) was slowly added to a solution of 2,6,7-trimelhyH-[5- 
- (methylthio)pentyl]4i/-imida2o[4,5-c]pyridin-4-amine (1 .442 g, 4.93 8 mmol), described 
in Example 12, in dichloromethane (60 mL), and the reaction was stirred for three hours. 

15 The volatiles were removed under reduced pressure, and the residue was dissolved in 
dichloromethane (100 mL). The solution was washed with 10% aqueous sodium 
hydroxide (2 x 100 mL), dried over magnesium sulfate, filtered, and concentrated under 
reduced pressure. The product was recrystallized first from a mixture of dichloromethane, 
hexanes, and eihanol and secondly from a mixture of methanol, ethyl acetate, and hexanes 

20 to provide 0.738 g of l-[5-(methanesulfonyl)pentyl]-2,6,7-trimeth3d-lH-irddazo[4,5^ 
c]pyridni-4-amine as a solid, m. p. 199-200 "^C. Analysis: Calculated for C15H24N4O2S: 
%C, 55.53; %H, 7.45; %N, 17.27; %S 9.88. Found: %C, 55.17; %H, 7.67; %N, 16.99; 
%S 9.75. 
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Exanqile 79 

l-[5-<Benzenesulfonyl)pentyl]-2,6,7-trime%l-li^iim 




The reaction was carried out as described in Exan^le 78 with the following 
excqptions. mCPBA (2.01 g, 11.65 mmol) was added to a solution of 2,6,7-tiimethji-l- 
[5-(phenylthio)pent5^]-l/?^inrida2o[4,5-c]pyridin-4-amme (1.32 g, 3.72 mmol), described 
in Example 13, in dichloromethane (100 mL). The crude product (1.45 g) was purified by 
column chromatogr^hy on silica gel (eluting sequentially with 99:1 
dichlorometbanemethanol and 95:5 dichloromethaDe:methanoI) to provide 0.245 g of 1- 
[5-(ben2enesulfonyl)pentyl]-2,6,7-trimelhyl-lif-imidazo[4,5-c]pyridin-4-amine as a solid, 
m. p. 166-167 "C. Analysis: Calculated for C20H26N4O2S: %C, 62.15; %H, 6.78; %N, 
14.05; %S 8.30. Found: %C, 61.83; %H, 6.69; %N, 14.39; %S, 7.98. 
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Example 80 

l-[2-(Benzyloxy)ethyl]-2-(ethoxyme%l>6-me%l-lif-M 




PartA 

5 Aqueous sodium hydroxide (510 mL of 2 M) was added to a solution of ethanol 

amine (61.0 g, 1.00 mol) in tetrahydrofuran (500 mL). The temperature of the reaction 
was maintained at 25 °C using a water bath. A solution of di-/er^-butyl dicarbonate (218 
g, 1 .00 mol) in tetrahydrofuran (500 mL) was added dropwise over a period of one hour 
with rapid stirring, and a white precipitate fomied. The reaction was stirred for 17 hours, 

10 and the tetrahydrofuran was removed under reduced pressure. The pH of the resulting 
slurry was adjusted to -2 by adding sulfuric acid (550 mL of 1M)> and the resulting clear 
solution was extracted with ethyl acetate (3 x 500 mL). The combined extracts were 
washed thrice with water and twice with brine, dried over sodium sulfate, filtered, and 
concentrated under reduced pressure to provide 142.2 g oftertAmtyl 2- 

1 5 hydroxyefhylcarbamate as a colorless oil. 
PartB 

Benzyltrimethylammonium chloride (4.61 g, 24.8 mmol) was added to a nuxture 
of tert-hutyl 2-hydroxyethylcarbamate (40.0 g, 248 mmol), dichloromethane (600 mL), 
and 50% aqueous sodium hydroxide (400 mL). Benzyl bromide (29.5 mL, 248 mmol) 

20 was then added, and the reaction was stirred for three hours. Ice water was added (1 L), 
and the aqueous solution was extracted with chloroform (5 x). The combined orgamc 
solutions were washed with water (2 x) and brine (3 x), dried over magnesium sul&te, 
filtered, and concentrated under reduced pressure. Upon concentration, a white precipitate 
formed, and the organic solution was washed again with water (3 x 100 mL). The 

25 combined washings were extracted with chloroform (3 X 50 mL). The combined organic 
solutions were washed with brine (3 x 50 mL), dried over magnesium sulfate, filtered, and 
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concentrated under reduced pressure to provide 59.1 g of tert-butyl 2- 

(beDzyloxy)eth.ylcaibamate as a colorless oil. 

Parte 

A solution of 7% hydrochloric acid in ethanol (245 g of -1.6 M) was added to tert- 
S butyl 2-(benzyloxy)ethylcarbamate (59.1 g, 235 nunol), and the solution was stirred at 
room teirq>erature for 17 hours. The volatiles were removed under reduced pressure to 
provide 52.1 g of a white solid, which was recrystallized fiom ethyl acetate (650 mL) and 
a small amount of methanol. The crystals were isolated by filtration and dried for three 
days at 78 °C and 39.9 Pa to provide 32.2 g of 2-(benzyloxy)ethylaraine hydrochloride as 
10 a white solid. 
PartD 

Under a nitrogen atmosphere, triethylamine (40.4 mL, 290 mmol) was added to a 
solution of 2,4-dichloro-6-methyl-3-nitropyridine (12.0 g, 58.0 mmol), prepared according 
to the general method of Part A of Example 1 using 2,4-dihydroxy-6-methyl-3- 

1 5 nitropyridine in lieu of 2,4-dihydroxy-5,6-dimethyl-3-mtropyridine, in anhydrous NJ^- 
dimethylformamide (DMF) (200 mL). To the resulting dark brown solution was added 2- 
- (benzyloxy)ethylaniine hydrochloride (1 1 .97 g, 63.76 imnol), and the mixture was stirred 
at room temperature for 23 hours. The volatiles were then removed under reduced 
pressure, and the residue was mixed with water and ethyl acetate. The organic layer was 

20 washed with water (3 x 200 mL), aqueous sodium bicarbonate (2 x 200 mL), and brine (3 
x 250 mL), dried over magnesium sulfate, filtered, and concentrated under reduced 
pressure to provide a brown oil. The crude product (18.1 g) was purified by column 
chromatography on silica gel (700 g, eluting witii 80:20 hexane:ethyl acetate) to provide 
an oil which was triturated with 80:20 hexane:ethyl acetate. The resulting crystals were 

25 isolated by filtration and dried to provide 4.7 g of [2-(benz3doxy)ethyl]-(2-chloro-6- 
methyl'-3-nitropyridin-4-yl)amine as a yellow solid. 
PartE 

Under a nitrogen atmosphere, diglyme (20 mL) was added to sodium hydride 
(0.548 g, 13.7 mmol), which is available as a 60% dispersion in mineral oil, and the 
30 mixture was cooled to 0 A solution of phenol (1.35 g, 14.4 mmol) in diglyme (20 mL) 
was added, and the addition flask was rinsed with additional diglyme (2x5 mL), which 
was added to the reaction flask. The reaction became homogeneous and was stirred for 30 
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minutes. Solid [2-(ben2yloxy)e1hyl]-(2-cUoro-6-methyl-3-m1xopyri (4.2 g, 

13 mmol) was added, and the resulting dark solution was heated at 60 °C for 90 minutes. 
The reaction was allowed to cool and then slowly poured into water (500 mL) and stirred 
rapidly for 90 minutes. A yellow solid formed, which was isolated by filtration and 
S dissolved in ethyl acetate. The solution was then dried over magnesium sul&te, filtered, 
and concentrated under reduced pressure to provide a yellow oil, which began to 
crystallize over three days. The product was triturated with hexane, and the resulting solid 
was isolated by filtration and dried for two hours under high vacuum at 55 °C to provide 
4.44 g of [2-(benzyloxy)ethyl]<6-me£hyl-3-nitn)-2-phenoxy-pyridin-4-yl)amm as a 
10 yellow solid. 
PartF 

Under a nitrogen purge, 5% platinum on carbon (1 .0 g) and toluene (20 mL) were 
added to a Parr vessel. [2-(Benzyloxy)ethyl] (6-methyl-3-nitro-2-phenoxy-pyridin-4- 
yl)aujine (4.91 g, 12.9 mmol) and additional toluene (40 mL) were then added The vessel 
1 5 was placed under hydrogen pressure (49 psi, 3.3 x 1 0^ Pa) for three hours. The reaction 
mixture was filtered through a layer of CELITE filter aid, and the filtrate was concentrated 
. under reduced pressure to yield 4,9 g of i/-[2-(benzyloxy)ethyl]-6-methyl-2- 

phenoxypyridine-3,4-diamine as a milky oil, contaminated with a small amount of toluene. 
PartG 

20 Under a nitrogen atmosphere, a solution of iV^-[2-(benzyloxy)ethyl]-6-methyl-2- 

phenoxypyridine-3,4-diamine (3.80 g, 10.9 mmol), anhydrous dichloromethane (75 mL), 
and anhydrous triethylamine (1.8 mL, 13 mmol) was cooled to 5 ^C. Ethoxyacetyl 
chloride (1 .40 g, 1 1 .4 mmol) was tiien added over a period of 30 seconds, and the reaction 
was stinred for 20 minutes. The reaction mixture was washed with aqueous sodium 

25 bicarbonate (3 x), and the combined aqueous washings w^ extracted with chloroform (3 
x). The combined organic solutions were dried over sodium sulfate, filt^ed, and 
concentrated und^ reduced pressure to provide a white powder. The powder was dried 
for tiiree days under vacuum at room tenq)erature to provide 4.01 g of N-iA-ll- 
(ben254oxy)elhylaimno]-6-methyl-2-phenoxypyridinO-yl}-2-^a^ as a white 

30 solid. 
PartH 
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Under a nitrogen atmosphere, a solution of JV-{4-[2-(ben2ryloxy)ethyiainino]-6- 
methyl-2-phenoxypyridin-3-yl}-2-ethoxyacetamide (3.98 g, 9.13 mmol) and pyridine 
hydrochloride (4.0 g, 35 mmol) in anhydrous pyridine (30 mL) was heated at reflux. After 
22 hours, an analysis by hig)i*perfoimance liquid cbromatogt^hy (HPLQ indicated the 
5 presence of startmg material, and additional pyridine hydrochloride (O.OS g, 0.4 mmol) 
was added. After an additional hour, an HPLC analysis again indicated flie presence of 
startmg material, and additional pyridine hydrochloride (O.OS g, 0.4 mmol) was added 
The reaction was heated at reflux for an additional four days and then was allowed to cool 
to room temperature. The volatiles were removed under reduced pressure, and the residue 

10 was dissolved in dichloromethane. The resulting solution was washed with wat^ (3 x) 
and brine (3 x), dried over sodium sulfate, filtered, and concentrated und^ reduced 
pressure to provide 3.7 g of a brown oil. The oil was purified by colunm chromatography 
on silica gel (eluting with 95:5 dichloromethane:ethyl acetate) to provide 2.5 g of l-[2- 
(beiizyloxy)ethyl]-2-(ethoxymethyl)-6-methyl-4-phenoxy-lfl'-imidazo[4,5 as a 

15 yellow oil. 
Parti 

Ammonium acetate (25 g, 0.32 mol) and l-[2-(benzyloxy)ethyl]-2-(ethoxymethyl)- 
6-methyl-4-phenoxy~li?-imidazo[4,5"C]pyridine (2.5 g, 6.0 mmol) were heated at 150 **C 
in a sealed tube for 22 hours. The resulting solution was adjusted to pH 14 with the 

20 addition of 20% sodium hydroxide, and wat^ (50 mL) was added. The mixture was 
stirred for several hours to provide a yellow precipitate, which was isolated by filtration. 
The precipitate (1 .75 g) was recrystallized jfrom a 50:50 mixture of hexane:ethyl acetate 
(29 mL/g), and the crystals were isolated by filtration and dried under vacuum for 23 
hours at 60 to provide 1.05 g of l-[2^(benzyloxy)ethyl]-2-(ethoxymethyI)-6-methyl- 

25 lJ?-inudazo[4,5-c]pyridin-4-ainine as small white crystals, mp. 127-128 °C. 

NMR (300 MHz, DMSO) 8 7.24-7.31 (m, 3H), 7.15-7.19 (m, 2H), 6.61 (s, IH), 6.05 
(s. 2H), 4.67 (s, 2H), 4.44 (s, 2H), 4.35 (t, /= 5.6Hz, 2H), 3.73 (t, 7= 5.3 Hz, 2H), 3.46 (q, 

6.9 Hz, 2H), 2.29 (s, 3H), 1.09 (t, J- 7.2 Hz, 3H); 
MS (APCI) m/z 341 (M + H)^; 

30 Anal. Calcd for C19H24N4O2: C, 67.04; H, 7.11; N, 16.46; Found: C, 67.17; H, 7.13; N, 
16.49. 
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Example 81 

2KEthoxymethyI)-6-me%l-l-{2-[3-(pyridin-3-^^^ 

c]pyridin-4-amine 



The preparation of te/t-butyl 2-hydroxyethylcarbamate is described in Example 80, 
Part A. Benzyltrimethylanunomuni chloride (18 g, 97 ramol) and 50% aqueous sodiiun 
hydroxide (1 .5 L) were added to a solution offers-butyl 2-hydroxyethylcarbainate (156.4 
g, 970.0 mmol) in dichloromethane (2.4 L), and the mixture was stirred rapidly. Propargyl 
bromide (109 mL, 979 mmol), available as an 80% solution in toluene, was then added, 
and the reaction was stirred for three hours. The layers were separated, and the aqueous 
layer was cooled to ~0 °C in an ice bath. Water was slowly added (1.2 L), and the 
aqueous solution was extracted with chloroform (2 x 300 mL), The combined organic 
solutions were washed with water (3 x 500 mL) and brine (2 x 500 mL), dried over 
sodium sulfete, filtered, and concentrated under reduced pressure to provide 173 g of tert- 
butyl 2-(prop-2-ynyloxy)ethylcarbamate as an orange oil, which was used without 
purification. 
PartB 

Under a nitrogen atmosphere, anhydrous triethylamine (45.5 mL, 326 mmol) and 
3-bromopyridine (12.9 mL, 138 mmol) were added to a solution of ter^-butyl 2-(prop-2- 
ynyloxy)ethylcarbamate (26.0 g, 125 mmol) in anhydrous DMF (400 mL), and flie 
reaction was heated at 80 ''C. Dichlorobis(triphenylphosphine)palladium (H) (1.76 g, 2.51 
mmol) and copper (I) iodide (0.96 g, 5.02 mmol) were then added, and the reaction was 
heated at 80 **C for one hour. The volatiles were removed imder reduced pressure, and the 
residual black oil was dissolved in ethyl acetate (500 mL). The solution was washed with 
dilute aqueous sodium bicarbonate (1 x 200 mL) and brine (2 x 100 mL), dried over 




Part A 
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sodium sulfate, filtered, and concentrated under reduced pressure to provide a dark brown 
oil. The oil was purified by column chromatography on silica gel (350 g, eluting with 
50:50 ethyl acetate:hexane), and the resulting dark oil was dissolved in hot methanol (200 
mL) and treated with 10 g of activated charcoaL The mixture was fHteied flirou^ a layer 
5 of CELTTE filter aid, and fee filtrate was treated with additional activated charcoal (10 g) 
and filtered in the same way to provide 25.4 g of fert-butyl {2-[3-^yridin-3-yl)prop-2- 
ynylQxy]ethyi}caibamate as a light amber-coloied oil. 
Parte 

Uoder a nitrogen purg^ 10% palladium on carbon (5.0 g) and 2-propanol (20 mL) 
10 were added to a pressure vessel. A sohition of /ert-butyl {2-[3-^yridin-3-yl)prop-2- 
ynyloxy]ethyl)caibamate (22.7 g, 82.1 mmol) in methanol (200 mL) were then added. 
The vessel was purged three times with nitrogen and then placed under hydrogen pressure 
(50 psi, 3.4 X 10' Pa) fi)r five hours. The reaction mixture was filtered through a layer of 
CELITE filter aid, and the filtrate was concentrated under reduced pressure to yield 21 .3 g 
1 5 of /ert-butyl {2-[3-(pyridin-3-yl)propoxy]ethyl}carbamate as a brown oil. 
PartD 

A solution of /e«-butyl {2-[3-(pyridin-3-yl)prop-2-ynyloxy]ethyl}caibamate (21.3 
g, 76.0 mmol) in methanol (50 mL) was cooled to 6 "C. A solution of 4 M hydrochloric 
acid in dioxane (114 mL, 456 mmol) was added over a paiod often minutes, and the 

20 reaction was stirred for six hours. The volatiles were removed under reduced pressure, 
and the residue was dissolved in water (200 mL). The solution was washed with 
dichloromethane (2 x 100 mL), and then adjusted to pH 14 with the addition of 20% 
aqueous sodium hydroxide (100 mL). The basic solution was tiien extracted with 
chloroform (5 x 100 mL). The combined extracts were washed wifli brine (2 x 100 mL), 

25 dried over magnesium sulfete, filtered, and concentrated under reduced pressure to provide 
a dark oil (8.5 g). The basic sohition was flien extracted with chloroform for six hours 
using a continuous extractor. The extracts were concentrated under reduced pressure to 
provide a yellow oil (1 g). The oils were combmed and purified by distillation (108-1 10 
•C at 2.1 X 10* Pa) to yield 7.74 g of 2-[3-ft>yiidin.3-yl)pr«>poxy]eth3daniine as a pale 

30 yellow oil. 
Parts 
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Under a nitrogen atmosphere, triethylamine (6.1 mL, 44 mmol) was added to a 
solution of 2,4-dichloro-6-methyl-3-nitropyridme (7.50 g, 36.2 mmol), prepared as 
described in Part A of Example 1, in anhydrous DMF (160 mL). Neat 2-[3-(pyridin-3- 
yl)propoxy]efhylainine (6.60 g, 36.6 mmol) was then added, and the mixture was stirred at 

S room temperature for 1 .5 hours. The volatiles were then removed under reduced pressure, 
and ttie residue was dissolved in chloroform. The solution was washed with 2% aqueous 
potassium bicarbonate (1 x), water (1 x), and brine (1 x), dried over sodiiun sulfate, 
filtered, and concentrated under reduced pressure to provide an oil. The crude product 
was purified by colimm chromatogr^hy on silica gel (600 g, eluting with methanol:ethyl 

10 acetate in various ratios) to afford an oil which was dried und^ reduced jxressure to yield 
4.9 g of (2-<;Woro-6-methyl-3-nitropyridin-4-yl)-{2-[3-(pyridin-3-^^ 
PartF 

The g^eral method described in Part E of Example 80 was used with the 
following modifications. A solution of phenol (1.45 g, 15.4 mmol) in diglyme (10 mL) 

15 was added to a cooled mixture of Ihe sodium hydride dispersion (0.59 g, 14.7 mmol) in 
diglyme (15 mL)y and the addition flask was rinsed twice with diglyme (5 mL), which was 
added to the reaction. A solution of (2-chloro-6-methyl-3-nitropyridin-4-yl)"{2-[3- 
(pyridin-3-yl)propoxy]ethyl} amine (4.9 g, 14 mmol) was added, and the reaction was 
heated at 60 ®C for 20 hours. Additional reagent prepared fi:om phenol (0.50 g, 5.3 mmol) 

20 and 60% sodium hydride (0.21 g, 5.3 mmol) in diglyme was added, and the reaction was 
heated at 60 °C for 2.5 hours. The reaction was allowed to cool to room temperature and 
slowly added to 800 mL of water and stirred for one hour to form a bright yellow soUd. 
The solid was isolated by filtration and washed with hracane (50 mL) to provide 7.4 g of 
(6-methyl-3-mtro-2-phenoxypyridin-4-yl)-{2-[3-(pyridin-3-^^^ as a 

25 yellow solid contaminated with water. 
PartG 

Under a nitrogen purge, 5% platinum on carbon (2.0 g), toluene (5 mL), and 2- 
propanol(5 mL) were added to a Parr vessel. A solution of (6-mcthyl-3-mtro-2- 
phenox)pyridin-4-yl)-{2-[3-(pyridin-3-yl)propoxy]ethyl}a^ (5.71 g, 14.0 mmol) in 
30 toluene (45 mL) was then added. The vessel was placed under hydrogen pressure (49 psi, 
3.4 X 10^ Pa) for three hours. An analysis by liquid chromatography/mass spectrometry 
indicated the presence of starting material, and additional 5% platinum on carbon (0.1 g) 
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was added The reaction was continued for an additional 6 hours. The reaction mixture 
was filtered through a layer of CELITE filter aid, and the filtrate was concentrated under 
reduced pressure to yield 5.2 g of 6-methyl-2-phenoxy-iV^-{2-[3-0pyridin-3- 
yl)propoxy]efhyl}pyridine-3,4-diamine as a dark oil. 
5 PartH 

Under a nitrogen atmosphere,' a solution of 6-methyl-2-phenoxy-JV^-{2-[3-(pyridin- 

3- yl)propoxy]ethyl}pyridine-3,4-dianiine (5.2 g, 14 mmol), anhydrous dichloromefhane 
(40 mL), and anhydrous triethylamine (2.3 mL, 16.5 mmol) was cooled to 5 **C. A 
solution of efhoxyacetyl chloride (1.77 g, 14.4 mmol) m dichloromethane (10 mL) was 

10 titien added over a period often minutes, and ttie reaction was stirred for 30 minutes. The 
reaction mixture was diluted with dichloiomefliane (25 mL), washed with aqueous 
saturated sodium bicarbonate (3 x) and brine (3 x), dried over sodium sulfate, filtered, and 
concentrated under reduced pressure to provide 5.8 g of 2-ethoxy-iV-(6-mefliyl-2-phenoxy- 

4- {2-[3-(pyridin-3-yl)propoxy]ethylainino}pyridin-3-yl)acetamide as an oil, 

15 Parti 

Under a nitrogen atmosphere, a solution of 2-ethoxy-iV-(6-methyl-2-phenoxy-4-{2- 
[3-(pyridin-3-yl)propoxy]ethylamino}pyridin-3-yl)acetamide (3 .70 g, 7.96 mmol) and 
pyridine hydrochloride (3.70 g, 32.0 mmol) in anhydrous pyridine (25 mL) was heated at 
140 ^^C for 38.5 hours and then was allowed to cool to room temperature. The volatiles 

20 were removed under reduced pressure, and the residue was dissolved in dichloromethane. 
The resulting solution was washed with saturated aqueous sodium bicarbonate (1 x), water 
(1 x) and brine (1 x), dried over sodium sulfate, filtered, and concentrated under reduced 
pressure to provide 4.13 g of abrown oil. The crude product was purified by colunm 
chiomatogr2?)liy on silica gel (220 g, eluting with ethyl acetate) to provide 2.72 g of 2- 

25 (ethoxymethyl)-6-methyl-4-phenoxy4-{2-[3-(pyridin-3-yl)propo^^ 
imidazo[4,5-c]pyridine as an oil. 
PartJ 

Ammonium acetate (27.0 g, 0.350 mol) and 2-(ethoxymethyl)-6-methyl-4- 
phenoxy4-{2-[3-(pyridin-3-yl)propoxy]ethyl}4H-imidazo^^^ (2.72 g, 6.09 

30 mmol) were heated at 155 in a sealed tube for 21.5 hours. The solution was allowed to 
cool to room temperature and adjusted to pH 14 with the addition of 1 N sodium 
hydroxide. The solution was extracted with dichloromethane (3 x). The combined 
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extracts were washed with water (3 x) and brine (3 x), dried over sodium sulfate, filtered, 
and concentrated under reduced pressure to provide 2. 1 9 g an ambor-colored oil. The 
crude oil was purified by colunm chromatography on silica gel (200 g, eluting with 89:1 1 
ethyl acetatemethanol) to provide 0.858 g of an oiL The oil was dissolved in 2-piopanol 
treated with a 1 .0 M solution of hydrochloric add in diethyl eflier (4.64 mL), and the 
resulting salt was leciystallized firan 2-propanol. The salt was treated with aqueous 
sodium hydroxide to make the &ee base, which was isolated by filtration and dried for 48 
hours at 80 "C to yield 0.348 g of 2-(ethoxymelhyl)-6-methyl-l-{2-[3-(pyridin-3- 
5l)propoxy]eftiyl}-lfl'-imidazo[4,5-c]pyridin-4-aniine as a colorless oil. 
'H NMR (300 MHz, DMSO) 8 8.36 (d. J- 4.4 Hz, IH), 8.309 (s, IH), 7.39 (d, /= 7.5 Hz, 
IH), 7.20-7.24 (m, IH). 6.64 (s, IH), 6.10 (s, 2H), 4.69 (s. 2H), 4.32 (t, J= 5.3 Hz, 2H), 
3.65 (t, J= 5.3 Hz, 2H). 3.50 (q, J= 7.1 Hz, 2H), 3.30 (t, J= 6.24 Hz, 2H), 2.47 (t, J= 8.1 
Hz, 2H) 2.31 (s, 3H), 1.70 (p, 7= 7.5, 6.2 Hz, 2H), 1.12 (t, J= 639 Hz, 3H); 
MS (APCI) m/z 341 (M + H)*; 

Anal. Calcd for C2oH27N502»0.8 H2O: C, 62.58; H, 7.51; N, 18.24; Found: C, 62.85; H. 
7.6; N, 18.12. 

Example 82 

2-<Ethoxymethyl>6,7-dimethyl4-{2-[3-(l,3-thiazol-2-yl)piopoxy]efliyl}-lfl:imidazo[4^^ 

c]pyridin-4-amine 




Part A 

■ 2-[3-(l,3-Thiazol-2-yl)propoxy]ethylaniine was prepared using the general 
mefliods of Parts A throng D of Example 81, In Part B tert-hutyl 2-(prop-2- 
ynyloxy)ethylcarbamate (151.2 g, 0.759 mol) was coiq)led with 2-bromothiazole (124 g. 
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0,759 mmol) in lieu of 3-bromopyridine. After Part D, the product was purified by 
distillation (1 13-115 °C at 1.7 x 10^ Pa) to yield 43 g of the desired product as an oil. 
PartB 

Under a nitrogen atmosphere^ triethylamine (3.4 niL» 24 mmol) was added 
5 dropwise to a solution of 2,4-dichloro-5,6-dimethyl-3-nitropyridine (4.50 g, 20.4 mmol) in 
anhydrous DMF (45 mL). 2-[3-(l,3-'nuazol-2-yl)piopoxy]ethylamine (4.55 g, 24.4 
imnol) was then added, and the addition funnel was rinsed wi^ 
The reaction was heated at 60 **C for 3.5 hours. .The volatiles were then removed under 
reduced pressure, and the residue was partitioned between water (100 mL) and diethyl 
10 ether (250 mL). The organic layer was washed with water (2 x 50 mL) and brine (3 x 50 
mL), dried over magnesium sulfete, filtered, and concentrated under reduced pressure to 
provide an orange oil. The crude product (7.41 g) was purified by column 
chromatography on silica gel (375 g, eluting with 50:50 hexane:ethyl acetate) to provide a 
solid, which was dried overnight under high vacuum at room temperature to provide 4.6 g 
15 of (2-cWoro-5,6-dimethyl-3-nitropyridin-4-yl)-{2-[3-(l,3--thiazol-2- 
yl)propoxy]ethyl} amine as a yellow solid. 
. Parte 

The method described in Example 80, Part E was used with the following 
exceptions. A solution of phenol (2.11 g, 22.4 mmol) in diglyme (5 mL) was added to the 

20 sodium hydride dispersion (0.87 g, 22 mmol) in diglyme (10 mL). A solution of (2- 
cMoro-5,6-dimethyl-3-mtropyridin-4-yl)-{2-[3-(l,3-tWazol-2-^^^ 
g, 15 mmol) in diglyme (25 mL) was added, and the addition flask was rinsed witifci 
additional diglyme (2x5 mL), which was added to the reaction flask. The resulting 
amber solution was heated at 110 for 3.25 hours and then allowed to cool to room 

25 temperature. The volatiles were removed under reduced pressure, and the residue was 
dissolved in ethyl acetate (100 mL). The solution was washed wifli saturated aqueous 
ammonium chloride (1 x 50 mL), 1 N potassium hydroxide (2 x 50 mL), and brine (2 x 50 
mL), and then dried over magnesium sulfate, filtered, and concentrated under reduced 
pressure to provide an oil. The oil was dried for three daj^ under hi^ vacuum at room 

30 temperature to provide 4.7 g of (2,3-dimethyl-5-nitro-6-phenoxypyridin-4-yl)-{2--[3-(l,3- 
thiazol-2-yl)propoxy]ethyl} amine as an oil. 
PartD 
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Under a nitrogen purge, 5% platinum on carbon (0.5 g) and toluene (5 mL) were 
added to a pressure vessel. A solution of (23-diniethyl-5-mtro-6-phenoxypyridiD-4-yl)- 
{2-[3-(l,3-thiazol-2-yl)propoxy]ethyl} amine (4.7 g, U mmol) in toluene (35 mL) was 
then added. The vessel was placed under hydrogen pressure (50 psi, 3.4 x 10^ Pa) for 24 
hours. The reaction mixture was filtered through a layer of CELITE filter aid, and the 
filtrate was concentrated under reduced pressure to yield 4.12 g of 5,6-dimethyl-2- 
phenoxy-JV^-{2-[3-(U3-thiazol-2-yl)propoxy]ethyl}pyridme-3,^^ as apale yellow 
oil. 
PartE 

Under a nitrogen atmosphere, a solution of 5,6-dimethylr2-phenoxy-iV*-{2-[3-(l,3- 
filiazol-2-yl)pIopoxy]etllyl}pyridine-3,4-diamme (4.12 g, 10.3 mmol) and pyridine 
hydrochloride (0.024 g, 0.21 mmol) in pyridine (30 mL) was cooled to 7 ''C. Ethoxyacetyl 
chloride (1.33 g, 10.9 namol) was added, and the reaction was stirred for 30 minutes. The 
cloudy solution was tiien heated at 100 for 20 hours and thm allowed to cool to room 
temperature. The volatiles were removed under reduced pressure, and the residue was 
partitioned between water and dichloromethane. The organic layer was washed with 
potassium carbonate (2 x 50 mL) and brine (2 x 50 mL), dried over magnesium sulfate, 
filtered, and concentrated under reduced pressure. The resulting oil was triturated with 
heptane to provide a solid that was isolated by filtration. 2-(Ethoxymethyl)-6,7-dimethyl- 
4-phenoxy-l-{2-[3-(l,3-tMazol-2-yl)propoxy]ethyl}-lH-imdazo[4,5-^^^ (3.68 g) 
was obtained as a tan solid. 
PartF 

Ammonium acetate (37 g, 0,48 mol) and 2-(ethoxymethyl)-6,7-dimethyl-4- 
phenoxy-l-{2-[3-(l,3-thiazol-2-yl)propoxy]ethyl}-lF-imidazo[4,5-c]pyri (3.68 g, 
7.89 mmol) were heated at 150 ®C in a sealed tube for 29.5 hours. The resulting solution 
was allowed to cool, and ttie pH was adjusted to 14 with the addition of 1 N potassium 
hydroxide. The solution was stirred for one hour and was then extracted with ethyl acetate 
(1 x200mL). The extract was washed with IN potassium hydroxide (3 X 50 mL) and 
brine (3 x 50 mL), dried over magnesium sul&te, filtered, and concentrated under reduced 
pressure to provide a brown solid. The solid was triturated with diethyl elher, isolated by 
filtration, and purified by column chromatography on silica gel (lOOg, elutmg with 96:4 
dichloromethane:methanol) to provide an oil, which was triturated with hexane to form a 
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solid (0.60 g). The solid was dissolved in ethyl acetate, filtered through a 4 urn syringe 
filter, and concentrated under reduced pressure to provide a solid. The solid was triturated 
with hexane, isolated by filtration, and dried to provide 0.446 g of 2-(efli03cymethyl)-6,7- 
dimefhyl4-{2-[3-(l,3-thiazol-2-yl)propoxy]ethyl}4ir-imidazo[^^^ as a 

5 white powder, mp. 91-92 **C. 

^HNMR (300 MHz, DMSQ) 5 7-66 (d, J= 3.7 Hz, IH), 7.53 (d, J= 3.1 Hz, IH), 5.77 (s, 
2H), 4.69 (s, 2H), 4.53 (t, J- 5.a6 Hz, 2H), 3.70 (t, 7- 5.6 Hz, 2H), 3.50 (q, 7= 7.0 Hz, 
2H), 3.38 (t, J= 5.9 Hz, 2H), 2.89 (t, 7.5 Hz, 2H), 2.38 (s, 3H), 2.31 (s, 3H), 1.86 (p, J 
= 7.5, 6.2 Hz, 2H) 1.13 (t, J= 6.9 Hz, 3H); 

10 MS (APCl) m/z 390 (M + H)"; 

Anal. Calcd for C19H27N5O2S: C, 58.59; H, 6.99; N, 17,98; Found: C, 58.53; H, 7.01; N, 
17.88. 

Example 83 

15 6,7-Diniethyl-l-{2-[3-(l,3-thiazol-2-yl)propoxy]ethyl}-lif-iinidazo[4,5-c]^ 

hydrochloride 




Part A 

The preparation of 5,6-dune1iiyl-2-phenoxy-JV*-{2-[3-(l,3-ttriazol-2- 
20 yl)propoxy]efhyl}p3aidine-3,4-diamme is described in Example 82, parts A through D. 
Under a nitrogen atmosphere, a solution of 5,6-dimethyl-2-pheQoxy-//*-{2-[3-(l,3-thiazol- 
2-y])propoxy]ethyl}pyridine-3,4-diamine (2.9 g, 7.3 mmol), pyridine hydrochloride (0.017 
g, 0. 145 mmol), and triethylorthofonnate (1 .8 mL, 1 1 mmol) in toluene (75 mL) was 
heated at reflux for 30 minutes. The volatiles were removed under reduced pressure, and 
25 the residue was dissolved in dichloromefhane. The resulting solution was washed with 
saturated aqueous sodium bicarbonate (2 x 20 mL) and brine (2 x 50 mL), dried over 
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sodium sulfate, filtered, and concentrated under reduced pressure to provide an oil. The 
oU was triturated with diethyl ether to form a solid that was isolated by filtration to 
provide 2.15 g of 67-dimethyl-4-phenoxy-l-{2-[3-(l,3-thiazol-2-yl)propoxy]e%^ 
iniidazo[4,S-c]pryridine as an ofT-white powder. 
5 PartB 

Ammonium acetate (15.9 g, 0.206 mol) and 6J-dimet3liyl-4-phenoxy-l-{2-[3-(l,3- 
thiazol-2-yl)propoxy]ethyl}*l^-inudazo[4,5'<;]ptyridine (1.59 g, 3.89 mmol) were heated 
at ISO ''C in a sealed tube for 20 hours. The amber-colored solution was allowed to cool 
to room temperature and diluted with water (1 0 mL). Hie resulting solution was adjusted 

10 to pH 14 with the addition of 20% sodium hydroxide and stirred for 30 minutes. The 
solution was extracted with dichloromethane (3 x 30 mL). The combined extracts were 
washed with brine (3 x 25 mL), dried over sodium sulfate, filtered, and concentrated under 
reduced pressure to provide an oil. Diethyl ether was added to the oil and subsequently 
removed under reduced pressure to provide a soUd, which was purified by column 

15 chromatography on silica.gel (eluttng with 95:5 dichloromethane:methanol) to provide 
two portions of slightly impure product. One portion (0.13 g) was treated with a 1 .0 M 
solution of hydrochloric acid in diethyl ether (1 equivalent), and the resxilting salt was 
recrystallized from2-propanol to provide 0.056 g of 6,7-'dimethyl-l-{2-[3-(l,3-thiazol-2- 
yl)pn)poxy]ethyl}-l/7'-imidazo[4,5-c]pyridin-4-amine hydrochloride as a white powder, 

20 decomp.-180**C. 

NMR (300 MHz. DMSO) 8 13.52 (m, IH), 8.32 (s, IH), 8.03 (s, IH), 7.65 (d, J= 3.1 
Hz, IH), 7.54 (d, J- 3.7 Hz, IH), 4.61 (t, J= 5.0 Hz, 2H), 3.73 (t, J= 5.0 Hz, 2H), 3.40 (t, 
J= 5.9 Hz, 2H), 2.84 (t, 7= 7.5 Hz, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 1.84 (p, J= 7.5, 6.2 
Hz,2H); 

25 MS (APCI) m/z 332 (M + H)"*"; 

Anal. Calcd for Ci6H2iN5OS*HCl*0.5 H2O: C, 50.99; H, 6-15; N, 18.58; Found: C, 50.93; 
H, 6.00; N, 18.55. 
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Example 84 

6J-DimethyI-.l-[2-0?yridin-4-ylme1iioxy)e%l]4fr-im amine 
Part A 

The general methods described in Parts A and B in Example 80 were employed to 
convert ethanol amine (40.00 g, 655 mmol) to ter^-butyl (2-pyridin-4- 
yhnethoxy)ethylcarbamate. In Part B, 4-(chloromethyl)pyridine hydrochloride (102 g, 
633 mmol) was used in lieu of benzyl bromide. 
Parts 

To a solution oftertAmtyl (2-pyridin-4-yhnethoxy)ethylcarbamate (157 g, 622 
mmol) was added a solution of 25% by volume hydrochloric acid in anhydrous ethanol 
(1600 mL) at 0 ^'C, and the reaction was allowed to warm to room temperature and stiired 
overnight. The volatiles^were removed under reduced pressure, and the residue was 
dissolved in water (1 L). The solution was washed with dichloromethane (2 x 500 mL), 
and then adjusted to pH 1 3 with the addition of solid potassium caibonate and 50% 
aqueous sodium hydroxide. The basic solution was then extracted with chloroform (2 x 
2000 mL) and overnight using a continuous extractor. The combined extracts were 
concentrated under reduced pressure to a volume of 2 L, washed with brine (2 x 1000 
mL), dried over sodium sul&te, filtered, and concentrated und^ reduced pressure to 
provide a yellow oil (83.2 g). The oil was purified by distillation (103-105 °C at 63 Pa) to 
yield 47.5 g of 2-(pyridin-4-yhnethoxy)ethylamine as a colorless oil. 
Parte 

Under a nitrogen atmosphere, triethylamine (7.4 mL, 53 mmol) was added to a 
solution of 2,4-dichloro-5,6-dimethyl-3-nitropyridine (9.78 g, 44.2 mmol) in anhydrous 
DMF (200 mL). 2-(Pyridin-4.yhnethoxy)ethylamine (6.8 g, 45 mmol) was added, and flie 
reaction was stirred at room temperature for 17.5 hours. The reaction solution was slowly 
added to water (1 .8 L) and stirr^ for two hours to form a precipitate, which was isolated 
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by filtration and washed with cold hexane (200 mL). The solid was dried under reduced 
pressure for one hour to provide 10.15 g of (2-chloro-5,6-dimethyl-3-mtropyridin-4-yl>[2- 
(pyridin-4-yhnethoxy)ethyl]an3ine as a yellow solid An analysis by HPLC indicated that 
starting material and an isomer were present as impurities. 
5 PartD 

Under a nitrogen atmosphere, diglyme (25 mL) was added to sodium hydride (1.81 
g, 45.2 nomol), which is available as a 60% dispersion in mineral oil, and &e mixture was 
cooled to 5 °C. A solution of phenol (4.54 g, 48.2 mmol) in diglyme (50 mL) was added 
dropwise over a period of 15 minutes. The reaction became homogeneous after IS 

10 minutes. A solution of (2H:hloio-5,6-dimethyl-3-mtropyridin-4-5d)-[2-^yridm 

yhnethoxy)ethyl]amine (10.15 g, 30.14 mmol) was added, and ttie reaction was heated at 
160 ®C for 13 hours. An analysis by HPLC indicated the presence of starting material. 
Additional phenol (3.12 g, 33.2 mmol) was added to 60% sodium hydride (L24 g, 31.1 
mmol) in diglyme, and the mixture was stirred until it became homogeneous. This 

15 solution was added to the cooled reaction flask, and the reaction was heated at 1 60 for 
9,5 hours. The reaction was allowed to cool to room temperature, and the volatiles were 
removed under reduced pressure to provide a black oil. The oil was dissolved in ethyl 
acetate, and the solution was washed with 1 N potassium hydroxide (3 x) and brine (3 x), 
dried over magnesium sulfate, filtered, and concentrated under reduced pressure. The 

20 crude product was purified by column chromatography on silica gel (eluting with 80:20 
ethyl acetateihexane) to provide 2.47 g of (2,3-dimethyl-5-nitro-6-phenoxypyridin-4-yl>- 
[2-(pyridin-4-ylmethoxy)ethyl]amine. 
PartE 

The procedure described in Part F of l^ample 80 was followed using (2,3- 
25 dimethyl-5-nitro-6-phenoxypyridin-4-yl>[2-^yridin-4-yhnethoxy^ (2.47 g, 

6.26 mmol) as the startmg material. The reaction product, 5,6-dimethyl-2-phenoxy-iV*-[2- 
(pyridin4-yhne&oxy)ethyl]pyridine-3,4'dianiine (1.99 g), was obtained as an amber- 
colored oil. 
PartF 

30 Under a nitrogen atmosphere, pyridine hydrochloride (0.013 g, 0.1 1 mmol) and 

triethylorthofbrmate (1 .4 mL, 8.2 mmol) were added to a solution of 5,6-dhnethyl-2- 
phenoxy-JS^-[2-0pyridin-4-yhnethoxy)ethyl]pyridine-.3,4-diani^ (1.99 g, 5.46 mmol) in 
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toluene, and the reaction was heated at 84 °C for one hour. The volatiles were removed 
under reduced pressure to provide a solid (2.0 g), which was purified by coluinn 
chromatography on silica gel (70 g, eluting with ethyl acetate). The resulting solid was 
dried to yield 1.52 g of 6J-dimethyl-4-phenoxy-l-[2-(pyridin-4-y]naethoxy)ethyl]-^^^ 
S inudazo[4,5-c}pyridiQe as a white solid. 
PartG 

Ammonium acetate (15 g, 0.19 mol) and 6,7-dimethyl-4-phenoxy-l-[2-(pyridin-4- 
yhneflu)xy)ethyl]-li¥-imidazo[4,5-c]pyridine (1.52 g, 4.06 mmol) weie heated at 155 ^'C 
in a sealed tube for 23.5 hours. The solution was allowed to cool to room temperature and 

10 adjusted to pH 14 with the addition of 1 N sodium hydroxide. The solution was extracted 
with dichldromethane, and the combined retracts were washed with aqueous sodium 
bicarbonate (1 x), water (1 x), and brine (2 x), dried over sodium sulfate, filtered, and 
concentrated under reduced pressure to provide an orange solid. The solid was 
recrj^rtallized &om acetonitrile and then fiiom 2-propanol to yield 0.407 g of a white solid, 

15 which was further purified by column chromatography on silica gel (treated with 

diethylamine, eluting with 95:5 dichloromethane:methanol). The product was washed 
. with water, isolated by filtration, and dried to provide 0.247 g of 6,7-dimethyH-[2- 
(pyridin-4-yhnethoxy)ethyl]-lif"imidazo[4,5-c]pyridin'4-amine as a white powder, mp 
195-196 ^C, 

20 NMR (300 MHz, DMSD) 8 8.45 (d, J= 5.6 Hz, 2H), 7.93 (s, IH), 7.14 (d, 6.2 Hz, 
2H), 5.75 (s, 2H), 4.56 (t, 7= 5.3 Hz, 2H), 4.51 (s, 2H), 3.79 (t, 5.3 Hz, 2H), 2.35 (s, 
3H),2.30(s,3H); 
MS (APCl) m/z 298 (M + H)^; 

Anal. Calcd for C16H19N5O: C, 64.63; H, 6.44; N, 23.55; Found: C, 64.42; H, 6,64; N, 
25 23,31. 
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Example 85 

l-[5-(4-CWorobeiizenesulfonyl)pentyl]-6J-dimethyl-2-pro^ 

4-ainjne 




5 PartA 

Vnd&r a nitrogen atmosphere, triethylamine (65.0 ml^ 475 mmol) was added to a 
solution of 2,4HKcWoio-5,6-dime%l-3-mtropyridme (70.0 g, 317 mmol) in anhydrous 
DMF (760 mL), and the reaction was stirred for 15 minutes. A sohation of 5-amino-l- 
pentanol (35.9 g, 348 mmol) in anhydrous DMF (200 mL) was slowly added over a period 

10 of 2 hours, and the reaction was stirred overnight at room temperature. A white precipitate 
had fonned and was removed by filtration. The filtrate was concentrated under reduced 
. pressure to provide an orange-red oil, which was dissolved in ethyl acetate (600 mL). The 
solution was washed with water (3 x 60 mL), dried over magnesium sulfate, filtered, and 
concentrated under reduced pressure to provide 96.7 g of an orange solid. The soUd was 

1 5 recrystallized twice firom a mixture of ethyl acetate and hexanes to afford a yellow solid, 
which was isolated by filtration and washed with cold hexanes to provide 44.6 g of 5-(2- 
cMoro-5,6-<limethyl-3-nitropyridin-4-ylamino)pentan-l-ol as a yellow solid. 
PartB 

Under a nitrogen atmosphere, tetrahydrofiiran (THF) (150 mL) was cooled to 0 "C. 

20 Sodium hydride (9.30 g, 233 nmiol), available as a 60% dispersion in mineral oil, was 
added with stirring. A solution of phenol (21.1 g, 225 mmol) m THF (80 mL) was added 
dropwise over a period of one hour. A solution of 5-(2-chloio-5,6-dimethyl-3- 
nitropyridin-4-ylamino)pentan-l-ol (44.5 g, 155 mmol) in THF (80 mL) was then added 
dropwise over a period of 40 minutes. The reaction was allowed to warm to reran 

25 temperature and heated at reflux overnight An analysis by thin layer chxomatogr^hy 
(TLC) indicated that the reaction was iiicomplete. Additional reagent was prepared as 
described above by adding phenol (7.1 g, 75 mmol) to sodium hydride (3.2 g, 80 mmol) in 
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THF (50 mL), and the reagent was added to the reaction solution at room temperature. 
The reaction was heated at reflux overnight and then allowed to cool to room temperature. 
Water (50 mL) was added, and the solvent was removed under reduced pressure. The 
aqueous solution was extracted with ethyl acetate. The organic solution was washed with 
5 water (3 x) and brine (1 x), dried over magnesium sulfate, filtered, and concentrated under 
reduced pressure to provide the crude product. The crude product was purified twice by 
column chromatography on silica gel (eluting sequentially with 50:50 hexane:ethyl acetate 
and 25:75 hexane:ethyl acetate) to provide 40.24 g of 5-(2,3"dimethyl-5-nitro-6-phenoxy- 
pyridin-4-ylamino)pentan-l -ol as a yellow oiL 
10 Parte 

Under a nitrogen atmosphere, a solution of 5-(2,3-dimethyl-5-nitro-6-phenoxy- 
pyridin-4-ylammo)pentan-l-ol (40.24 g, 1 14.6 mmol) in dichloromethane (350 mL) was 
cooled to 0 **C. Thionyl chloride (12.5 mL, 172 mmol) was added dropwise, and the 
reaction was heated at reflux for one hour. The reaction was cooled to 0 and water 

15 (200 mL) was slowly added followed by solid sodium bicarbonate until the pH of the 
solution was basic. The solvent was partially removed under reduced pressure, and the 
aqueous solution was extracted with ethyl acetate (500 mL). The combined organic 
solutions washed with saturated aqueous sodium bicarbonate (3 x 50 mL), water (1 x 50 
mL), and brine (2 x 20 mL), and then dried over magnesium sulfate, filtered, and 

20 concentrated under reduced pressure to afford a yellow oil, which crystallized overnight 

The solid was dried for one hour in a vacuum oven at 70 ®C to provide 40. 1 g of (5- 

cUoropentyl)-(2,3-dimethyl-5-iutro-6-phenoxy-pyridin-4-yl)am^ as a yellow solid. 
PartD 

A solution of sodium dithionite (90.5 g, 520 mmol), available as s^proxiinately 
25 85% pure sodium hydrosulfite, in water (200 mL) was added to a solution of (5- 

cmoropeatyl)-(2,3-dimethyl-5-nitro-6-phenoxy-pyridin-4-yl)anM^ (37.8 g, 104 mmol) in 
ethanol (575 mL), and the mixture was stirred rapidly for five hours. The mixture did not 
become homogeneous, and additional ethanol (200 mL) was added The mixture 
remained heterogeneous and was separated into two batches. A solution of sodium 
30 dithionite (40 g, 230 mmol) in water (150 mL) was partitioned evenly between the two 
batches, and the reactions were stirred for an additional hour. An analysis by TLC 
indicated that the reactions were complete. A white solid was removed from the reaction 
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mixtures by filtration and was washed with methanol. The solvents were removed under 
reduced pressure, and Hie residue was partitioned between dichloromethane (400 mL) and 
water (100 mL). Saturated aqueous sodium bicarbonate was added to the aqueous layer 
until it was basic, and the resulting solution was extracted with dichloromethane (2 x 100 
S mL). The combined organic extracts were washed with brine» dried over magnesium 
sulfate, filtered, and concentrated under reduced pressure to provide 34.7 g of iV^-(5- 
cUoropentyl)-S,6-dune4hyl-2-phenoxypyridine-3,4-dianme as an orange-red liquid. 
PartE 

Under a nitrogen atmosphere, pyridine hydrochloride (4.2 g, 36.4 mmol) was 
10 added m small amounts to a solution of JV*-(5-chloropentyl)-5,6-dimelhyl-2- 
phenoxypyridine-3,4-dianiine (32.4 g, 97.0 mmol) in toluene (500 mL). 
Trimethylorthobutyrate (17 mL^ 107 mmol) was then added, and the reaction was heated 
at reflux for two hours. The solvent was removed under reduced pressure, and the residue 
was dissolved in ethyl acetate (500 mL). The solution was washed with water (3 x 80 mL) 
15 and brine (1 x 40 mL), dried over magnesium sulfate, filtered, and concentrated under 
reduced pressure to afford an oil, which was dissolved inhexanes (20 mL) and 
concentrated under reduced pressure to provide an off-white solid. The crude solid was 
purified by column chromatography on silica gel (eluting with 2:1 hexaneiethyl acetate) to 
provide 30.8 g pf l-(5-chloropentyl)-6,7-dimethyl-4-phenoxy-2-propyl-lif-imidazo[4,5- 
20 c]pyridine as white crystals. 
PartF 

Under a nitrogen atmosphere, a solution of 4-chlorobenzenethiol (868 mg, 6.00 
mmol) in DMF (5 mL) was added to a mixture of sodium hydride (60% dispersion, 240 
mg, 6.00 mmol) in DMF (15 mL); the reaction became homogeneous and was stirred for 

25 15 minutes. Solid l-(5-^Uoropentyl)-6,7--dimethyl-4-phenoxy-2-propyl4^^ 

c]pyridine (1.93 g, 5.00 mmol) was added in small amounts, and the reaction was stirred 
for 1.5 hours. Water (25 mL) was added, and flie resulting solution was extracted with 
ethyl acetate (3 x 50 mL). The combined extracts were washed with water (5 x 30 mL) 
and brine (2x10 mL), dried over magnesium sulfate, filtered, and concentrated under 

30 reduced pressure to provide a colorless oil, which crystallized overnight The solid was 
dried for three hours under high vacuum to provide 2.58 g of l-[5-(4- 
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chlorophenylsulfaayl)pentyl]-6,7-dimethyM-phen^^^ 

cjpyridine as a white solid. 

PartG 

Under a nitrogen atmosphore, a solution of l-[5-(4-chlorophenylsulfanyl)pentyl]- 
6,7-^ethyl-4-phenoxy-2-propyl-lif-iinidazo[4^^ (2.47 g, 5.00 mmol) in 

chlorofonn (25 mL) was cooled to 0 **C. mCPBA (2.47 g, 1 1 nmiol) was added in one 
portion, and the cloxidy reaction was stirred for 30 minutes at room temperature. The 
volatiles were r^oved under reduced pressure, and the residue was partitioned between 
ediyl acetate (300 mL) and saturated aqueous sodium bicarbonate (75 mL). The organic 
layer was washed with saturated aqueous sodium bicarbonate (5 x 30 mL), water (2 x 30 
mL), and brine (2 x 10 mL), and then dried over magnesium sulfiite, filtered, and 
concentrated under reduced pressure to provide a solid. The product was triturated with 
ethyl acetate, isolated by filtration, and dried under high vacuum to provide 2.31 g of l-[5- 
(4<Uorobenzenesulfonyl)pentyl]-6,7-dunethyl-4-phenoxy-2-propyl-l&M 
c]pyridiQe as a white powder. 
PartH 

Aimnomum acetate (20.2 g, 0.262 mol) and l-[5-(4- 
cWorobenzenesulfonyl)pentyl]-6,7-dimethyl-4-phenoxy-2-propyl-lF-imidazo[^ 
c]pyridine (2.20 g, 4.1 8 nmiol) were stirred at 160 °C in a sealed tube for 18 hours. The 
solution was allowed to cool to room temperature and partitioned between chlorofonn (50 
mL) and water (25 mL). The aqueous solution was adjusted to pH 1 1 with the addition of 
1 M sodium hydroxide and two solid sodium hydroxide pellets. The aqueous solution was 
Ihen extracted with chlorofonn (4 x 50 mL). The combined organic solutions were 
washed with 1 M sodium hydroxide (2 x 25 mL), dried over sodium sulfate, filtered, and 
concentrated under reduced pressure to provide the crude product as a tan foam. The 
crude product was purified by column chromatography on silica gel (eluting with 94:5:1 
dicUoromethane:methanol:1riethylamine) to provide a product that was impure as 
determined by HPLC analysis. A second purification by column chromatography on silica 
gel (eluting with 96:3:1 dicWorome&ane:me1iianol:triefhylaniine) also resulted m impure 
material. The solid was recrystallized fxxm acetonitrile, and the crystals were isolated by 
filtration, washed with cold acetonitrile and ethyl acetate, dried under hi^ vacuum to 
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provide 0.53 g of l-[5-(4-cMorobenzenesulfonyl)pentyl]-6 J-dimethyW^^ 
imidazo[4,5-clpyridin-4-amin€ as white needles, mp 147.0-149.0 °C. 

NMR (300 MHz, CDCI3) 5 7.83 (d, / = 8.6, 2H), 7.55 (d, 7= 8.6, 2H). 4.82 (br s, 2H), 
4.17 (dd, 7.7, 7.7, 2H), 3.07 (dd, 7.8,7.8, 2H), 2.72 (dd, J= 7.7, 7.7, 2H), 2.43 (s, 
3H), 2.39 (s, 3H), 1.95-1.65 (m, 6H), 1.55-1.42 (m, 2H), 1.05 (t, 7= 7.4, 3H); 
MS(APCl)m/z449(M)^ 

Anal. Calcd for C22H29CIN4O2S: C, 58.85; H, 6.51; N, 12.48; Found: C, 58.79; H, 6.50; 
N, 12.29. 

Examples 86-88 

The general methods described in Example 85 were used for Examples 86-88. The 
tbiol selected in lieu of 4-chlorobenzenethiol in Part F of Exanq)le 85 is shown in fhe table 
below for Examples 86-88. The isolation of the final products is described below. 




O 



Exatxtple Number 


Thiol 


R 


86 


4-trifluorome&.ylfiuopheiiol 




87 


2-mercq)topyridme 




88 


thiopheaol 


0 
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Example 86 

6 J-Dimethyl-2-propyl-l - {5-[4-(trifluorometiiyl)benze^^ 

iiniciazo[4,5-c]pyridm-4-amme 
Ammonimn acetate (6.25 g, 81.1 mmol) and 6,7-dimethyl-4-phenoxy-2-propyl-l- 
5 {5-[4-(tiifliioromethyl)benzenesulfonyl]pentyl} (0.70 g, 1 .25 

nunol) were used as described in Part H of Example 85. The reaction solution was 
partitioned between chloroform (75 mL) and 1 M sodium hydroxide (75 roL). The 
aqueous solution was extracted with chloroform (2 x 75 mL). The combined organic 
solutions were washed with 1 M sodium hydroxide (4 x 30 mL) and brine, dried, filtered, 
^ 10 and concentrated as described in Example 85. The crude product was purified by column 
chromatography on silica gel (eluting sequeatially with 99:1:0.1 
dichloromefiiane:methanol:ammonium hydroxide and 94:6:0.1 

dichloromefhane:methanol:ammonium hydroxide) to provide a product that was impure as 
determined by nuclear magnetic resonance (NMR) spectroscopy analysis. The solid was 

15 dissolved in hot 2-propanol and treated with one equivalent of a 1 M solution of 

hydrochloric acid in diethyl ether. Chloroform and water were added, and the aqueous 
layer was extracted with chloroform (3 x). The combined organic solutions were dried 
over sodium sulfate, filtered, and concentrated under reduced pressure to provide a solid. 
The solid was stirred with 2-propanol, isolated by filtration, washed with cold 2-propanol, 

20 and dried under high vacuum. The solid was then dissolved in dichloromethane (100 mL), 
and the resulting solution was washed with 1 M sodium hydroxide (2 x 40 mL). The basic 
solution was extracted with dichloromethane (2 x 30 mL), and the combined extracts were 
dried over sodivmi sulfate, filtered, and concentrated under reduced pressure to provide 
198 mg of 6,7-dimethyl-2-propyl-l-{5-[4-(trifluoromethyl)beiizenesulfonyl]pentyl^ 

25 iinidazo[4,5-c]pyridin-4-amine as a white powder, mp 172.0-173.5 **C. 

NMR (300 MHz, CDCI3) 8 8.04 (d, 7= 8.6, 2H), 7.85 (d, J= 8.6, 2H), 4.82 (br s, 2H), 
4.18 (dd, J= 7.7, 7.7, 2H), 3.10 (dd, 7.8, 7.8, 2H), 2.73 (dd/- 7.7, 7.7, 2H), 2.43 (s, 
3H), 2.39 (s, 3H), 1.96-1.65 (m, 6H), 1.58-1.43 (m, 2H), 1.05 (t, 7 A, 3H); 
MS (APCI) m/z 483 (M+H)*; 

30 Anal. Calcd for C23H29F3N4O2S: C, 57.25; H, 6.06; N, 11,61; Found: C, 56.75; H, 6.20; 
N, 11.25. 
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Example 87 

6J-Dime%l-2-propyl-l-[5-(p)ddine-2-s\ilfonyQ^ 

amine 

The crade product (2.47 g), obtained after the oxidation procedure as described in 
5 Part G of Example 85, was purified by column chromatography on silica gel (eluting 
sequentially with 2:1 ethyl acetate:hexaneand4:l ethyl acetaterhexane to provide 1.86g 
of 6,7-dimelhyl-4-phenoxy-2-propyl4-[5-(pyridine-2-sulfo 
cjpyridine as a white solid. 

Ammonium acetate (15 g, 0.20 mol) and 6,7-dimethyl-4-phenoxy-2-propyi-l-[5- 
10 (pyridine-2-sulfonyl)pentyl]-lf^imidazo[4,5-c]pyrid^^ (L54 g, 3.13 iranol) were heated 
at 160 in a sealed tube for 16 hours. The solution was allowed to cool to room 
temperature and partitioned between chloroform (30 mL) and 1 M sodium hydroxide (30 
mL). The aqueous solution was then extracted with chloroform (3 x 30 mL). The 
combined organic solutions were washed, dried, filtered, and concentrated as described in 
15 Example 85 to provide 1 .47 g of an off-white foam. The crude product was recrystallized 
from acetonitrile to provide 672 mg of 6,7-dimethyl-2-propyl-l-[5-(pyridine-2- 
- sulfonyl)pentyl]-liy-iinidazo[4,5--c]pyridin-4-ainine as a white powder, mp 1 43.0-144.5 

NMR (300 MHz, CDCI3) 8 8.74 (ddd, /= 4.6, 1.7, 1.1, IH), 8.08 (ddd, J- 7.8, 1.1, 
20 1.1, IH), 7.98 (ddd, J= 7.8, 7.5, 1.7. IH), 7.55 (ddd, 7= 7.5, 4.6, 1.1, IH). 4.80 (br s, 2H), 
4.18 (dd, J= 7.7, 7.7, 2H), 3.40 (dd. ./= 7.7, 7.7, 2H), 2.73 (dd, J= 7.7, 7.7, 2H), 2.43 (s. 
3H), 2.40 (s, 3H), 1.95-1.68 (m. 6H), 1.60-1.48 (m. 2H), 1.05 (t,/= 7.4, 3H); 
MS (AP(3) mh 416 (M+H)*; 

Anal. Calcd for C2iH29N502S: C, 60.70; H, 7.03; N, 16.85; Found: C, 60.54; H, 6.97; N, 
25 16.76. 

Example 88 

l-[5-^cnzenesidfon3d)pentyl]-6,7-djnodiiyl-2-propyl-lH-inudazo[^^ 

Ammoniimi acetate (18 g, 0.23 mol) and l-[5-(benzenesulfQnyl)pentyl]-6,7- 
30 dimethyl-4-phenoxy-2-propyl-lH-imidazo[4,5-c]pyridme (1.74 g, 3.54 mmol) were heated 
at 165 'C in a sealed tube for 8 hours with stirring. Followmg the work-up, an analysis by 
NMR indicated that starting material was present; additional ammonium acetate was 
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added (18 g, 0.23 mol), and the reaction was continued overnight at 160 °C. The solution 
was allowed fo cool to room temperature and partitioned between chloroform (100 mL) 
and 1 M sodium hydroxide (75 mL). Following the work-up, the crude product (1.37 g) 
was purified by colunm chromatography on silica gel (eluting with 97:3:0.1 
5 dichloromethane:methanol:ammonium hydroxide) and then recrystallized &om 

acetonitrile to provide 0.715 g of l-[5-(benzenesulfon3d)pentyl]-6,7-dimethyl-2-propyl- 
lJ7-imidazo[4,5-c]pyridin-4-amine as a white powder, mp 134.0-136.0 °C with a phase 
change at 122-125 °C. 

*H NMR (300 MHz, CDCI3) 5 7.89 (d, J== 7.7, 2H), 7.67 (t, J= 7.7, IH), 7.57 (t, /= 7.7, 
10 2H), 4.80 (br s, 2H), 4.16 (dd, 7- 7.8, 7.8, 2H), 3.08 (dd, /= 7.7, 7.7, 2H), 2.72 (dd, 

7.7, 7.7, 2H), 2.43 (s, 3H), 2.39 (s, 3H), 1.91-1.65 (m, 6H), 1.53-1.41 (m, 2H), 1.05 (t, J= 
, 7.3, 3H); MS (APCl) m/z 41 5 (M+H):"; 

Anal. Calcd for C22H30N4O2S: C, 63.74; H, 7.29; N, 13.51; Found: C, 63.77; H, 7,57; N, 
13.55. 
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Example 89 



l-[4-(Metlianesdfonyl)butyl]-6,7'dm 



Triefhylainine (18.9 g, 136 mmol) was added to a solution of 294-dichloro-S,6- 
dimethyl-3-mtropyridiiie (25 g, 113 mmol) iniV;iV^dimethylfomiaim (100 mL). 4- 
AminobutaxL-l-ol (1 1 .1 124. mmol) was added with a syringe and the reaction mixture 
was allowed to stir under a nitrogen atmosphere at ambient temperature for 17 hours; A 

10 portion (85 mL) of the solvent was removed under reduced pressure. The residue was 
diluted with ethyl acetate (200 mL), washed with water (2 x 50 mL) then with brine (75 
mL), dried over magnesium sulfate, filtered and then concentrated under reduced pressure 
to provide a solid. This material was recrystallized from ethyl acetate/hexanes to provide 
15.07 g of 4-[(2-cMorO"5,6-dimethyl-3-nitropyridin-4-yl)amino]butan-l-<)l as yellow 

15 powder. An additional 5.70 g was isolated from the mother hquor. 



Sodium hydride (4.38 g of 60% dispersion in mineral oil, 109.6 mmol) was added 
to chilled dioxane (73 mL). Phenol (10.31 g, 109.6 mmol) was added in portions with 
cooling. 

20 4-[(2-Cmoro-5,6-dimethyl-3-nitropyridin-4-yl)aniino3butm^ (20.00 g, 93.07 mmol) 
and additional dioxane (~30 mL) were added. The reaction mixture was heated at reflux 
for 3 hours and then allowed to stand at ambient temperature overnight. The reaction 
mixture was concentrated under reduced pressure. The residue was diluted with water 
(200 mL) and then extracted with ethyl acetate (300 mL). The extract was washed with 

25 water (2 x 100 mL) then with brine, dried over magnesium sulfate, filtered and then 
concentrated under reduced pressure to provide an oil. The oil was purified by flash 




5 PartA 



PartB 
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chromatography (600 roL of silica gel, eluting initially with 2000 mL 1:3 ethyl 
acetate:hexanes, then with 2000 mL 1:1 ethyl acetate:hexanes and finally with 1000 mL 
3:1 ethyl acetate: hexanes) to provide 13.46 g of 4-[(2,3-dimethyl-5-nitro-6- 
phenoxypyridin-4-yl)amino]butm-l-ol as a yellow soUd. 
5 Parte 

Thionyl chloride (3.14 mL, 43 mmol) was added over aperiod of 5 mmutes to a 
chilled (0 ^) solution of 4-[(2,3-dimethyl-5-rdtK)-6-phenoxypyridin-4-yl)amino]bi^ 
ol (12.95 g, 39.08 mmol) in dichloromethane (130 mL). The reaction was allowed to 
warm to ambient temperature and was stirred overnight under a nitrogen atmosphere. The 

10 reaction mixture was diluted with dichloromethane (130 mL), washed sequentially with 
saturated aqueous sodium bicarbonate (2 x 65 mL), water (80 mL) and brine (100 mL), 
dried over magnesium sul&te, filtered and then concentrated under reduced pressure to 
provide 12.57 g of JV'-(4H>Uonibutyl)-23-dimethyl-5-nitro-6-phen^ as a 

yellow solid, 

15 Part D 

A solution of sodium dithionite (35.13 g, 171.5 mmol), available as approximately 
85% pure sodium hydrosulfite, in water (130 mL) was added to a mixture of iV-(4- 
cUorobutyl)-2,3-dimethyl-5-mtro-6-phenoxypyridin-4-amine (12 g, 34 mmol) and ethanol 
(340 mL). The mixture was stirred for 1 .5 hours. Analysis by thin layer chromatography 

20 indicated that the reaction was not complete. Solid sodium dithionite (5 g) was added and 
the reaction was allowed to stir for an additional 3 hours. The reaction mixture was 
filtered to remove solids. The filtrate was concentrated under reduced pressure until ~50 
mL of solvent remained. The residue was diluted with dichloromethane (300 mL), washed 
sequentially with aqueous sodium bicarbonate, water and brine, dried over magnesium 

25 sul&te, filtered and then concentrated under reduced pressure to provide 9.5 g of JV^-(4- 
cUorobutyl)-5,6-dimethyl-2-phenoxypyridine-3,4-dianime as a brown oil. 
PartB 

The oil firom Part D was combined with toluene (90 mL), trimethyl orthobutyrate 
(6.04 mL^ 148 mmol), and pyridine hydrochloride (0.9 g). The reaction mixture was 
30 heated at reflux for 30 minutes; trunefhyl orthobutyrate (1 mL) was added and the reaction 
mixture was heated at reflux for 1.5 hr and then allowed to cool to ambient temperature. 
The reaction mixture was diluted with ethyl acetate, washed sequentially with water and 
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brine, dried over magnesium sulfate, filtered and then concentrated under reduced 
pressure. The residue was purified by flash chromatography (silica gel elutmg with 1 :4 to 
1:1 ethyl acetate:hexanes) to provide 5.44 g of l-(4-chlorobutyl)-6,7-dimethyl-4-phenoxy- 
2-ptopyH/f-iniidazo[4,5-c]pyridine. 
5 PartF 

Sodium thiomefhoxide (0.927 g, 13.2 mmol) was added to a solution of l-(4- 
cUorobutyl)-6,7-dimethyl-4-phenoxy-2-prop)d-li?-imidazo[4,5-c]p^ g, 11-0 

mmol) ia iV,iV'-4jmethytformamide (30 mL). The reaction mixture was stirred under a 
mtrogen atmosphere at ambient temperature for 75 minutes. Sodium thiomethoxide (0.08 

10 g) was added and the reaction was stirred for an additional 105 minutes. The reaction 
mixture was diluted with ethyl acetate (300 mL), washed sequentially with water (3 x 50 
mL) and brine (50 mL), dried over magnesium sulfate, filtered and then concentrated 
under reduced pressure to provide 4.53 g of 6,7-dimethyH-[4-(mefhanethio)butyl]-4-. 
phenoxy-2-propyl-lif-imidazo[4,5-c]pyridine as a brown oil that solidified after a few 

15 hours. 
PartG 

3-Chloroperoxybenzoic acid (2.72 g of 77%) was added to a chilled (0 ''C) solution 
of the material from Part F in dichloromethane (55 mL). A short time later more 3- 
chloroperoxybenzoic acid (2.72 g of 77%) was added and the reaction mixture was stirred 

20 at 0 for 30 minutes. The reaction mixture was diluted with dichloromethane (250 mL), 
washed sequentially with aqueous sodium bicarbonate (2 X 100 mL), water (100 mL) and 
brine (100 mL), dried over magnesium sulfate, filtered and then concentrated under 
reduced pressure to provide a pmk oil. The oil was dissolved in dichloromethane, diluted 
with ethyl acetate and hexanes, and tiien concentrated under reduced pressure until a 

25 precipitate formed. The precipitate was isolated by filtration, washed with 1 : 1 ethyl 
acetate: hexanes (40 mL), and dried under high vacuum to provide 3.84 g of l-[4- 
(mefhanesulfonyl)butyl]-6,7-Ktoethyl-4-phenoxy-2-pro^^ 
a white solid. 
PartH 

30 Ammonium acetate (45.24 g) and l-[4-(me1hanesulfonyl)butyl]-^,7-dimelhyl-4- 

pheaoxy-2-propyl-lff-imidazo[4,5-c]pyridine (3.77 g, 9.07 mmol) were combined and 
heated at 160 for about 19 hours. The reaction mixture was allowed to stand at ambient 
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temperature for 2 days. The reaction mixture was partitioned between dichloromethane 
(300 mL) and water. The layers were sq?arated. The aqueous layer was made basic with 
5% sodium hydroxide and then extracted with dichloromethane (2 x 100 mL). The 
combined organics wore washed with aqueous 5% sodium hydroxide, dried over sodium 

S sul&te, filtered and then concmtrated under reduced pressure to provide a white soUd. 
This material was recrystailized from acetonitrile to provide ^2 g of a white solid. This 
material was further purified by flash chromatography (silica gel, eluting sequentially with 
1 % methanol in dichloromethane containing ,0.1 % ammonium hydroxide, 2 % methanol 
in dichloromethane containing 0.1 % ammonium hydroxide, 4 % medianol in 

10 dichloromethane containing 0.1 % armnonium hydroxide and 10 % methanol in 

dichloromethane containing 0. 1 % ammonium hydroxide) to provide a white solid. This 
material was recrystallized from acetonitrile and dried under high vacuum at 60 % to 
provide 1.3 g of l-[4Kmethanesulfon5d)butyl]-6,7-dimethyl-2-propyl4J^^ 
c]pyridin-4-amine as white needles, mp 152.0-153.0 *C. 

15 NMR (300 MHz, CDCI3) 5 4.82 (br s, 2H), 4.25 (m, 2H), 3.03 (t, /= 6.9 Hz, 2H), 2.92 
(s, 3H), 2.76 (m, 2H), 2.44 (s, 3H), 2.43 (s, 3H), 2.00-1.81 (m, 6H), 1.07 (t, J= 7.5 Hz, 
- 3H); ^^C NMR (75 MHz, CDCI3) 5 153.0, 148.2, 146.5, 138.8, 125.2, 103.9, 53.7, 43.8, 
40.8, 30.4, 29.3, 21.9, 21.2, 19.1, 13.9, 12.9; 
MS (APCI) m/z 339 (M + H)""; 

20 Anal. Calcd for C16H26O2N4S: C. 56.77; H, 7.74; N, 16.56; S, 9.47. Found: C, 56.46; H, 
7.67; N, 16.36; S, 9.29. 
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Example 90 



l-[3-(Methanesulfonyl)propyl]-6,7-dimethyl^^^^ 



Using the general method of Example 89 Part A, 3-aminopropan-l-ol (9.52 mL, 
124 mmol) was reacted with 2,4-dichloro-5,6-dimethyl-3-mtropyridine (25 g, 113 mmol) 
to provide 17. 35 g of 3-[(2-chloro-5,6Miimethyl-3-rutropyridin-4-yl)ami^ as 
10 a yellow solid. 



Sodium hydride (7.80 g of a 60% dispersion in mineral oil, 195 mmol) was added 
m portions to a chilled (0 °C) solution of phenol (18.36 g, 195 mmol) in tetrahydrofuran 
(200 mL). After the addition was completed the reaction mixture was allowed to stir at 

15 ambient temperature for 30 minutes. Solid 3-[(2-chloro-5,6-dimethyl-3-nitropyridin-4- 
yl)amino]piopan-l"Ol (16.89 g, 65.0 mmol) was added and the reaction mixture was 
heated at reflux for 5 days. The reaction mixture was concentrated under reduced 
pressure. The residue was partitioned between ethyl acetate (400 mL) and water (100 
mL). The organic laj^ was separated, washed with brine, dried over sodium sulfate, 

20 filtered and then concentrated under reduced pressure. The residue was purified by flash 
chromatography (500 mL silica gel eluting with a gradient of 30 - 75% efhyl acetate in 
hexanes) and then heated under high vacuum until it melted. The melt solidified to 
provide 11.54 g of 3-[(2,3-dimethyl-5-nitro-6-phenoxypyridin-4-yl)an^ 
Parte 

25 Thionyl chloride (2.86 mL, 39.2 mmol) was added to a chilled (0 **C) solution of 3- 

[(2,3-dimethyl-5-iutro-6-phenoxypyridiQ-4-yl)amino]propan-l-ol (11.3 g, 35.6 mmol) in 
dichloromethane (170 mL). The reaction mixture was stirred at ambient temperature for 
0.5 hr and then heated at reflux for 0.5 hr. The reaction mixture was allowed to cool to 
ambient temperature. A precipitate was isolated by filtration and then dried under vacuum 




Part A 



PartB 
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to provide 13.64 g of ^'-(3^5liloropropyl)-2,3-dimethyl-5-mtro-^-ph 

hydrochloride. 

PartD 

JV-(3-chloxopropyl)-2,3-dimethyl-5-iutro-6-pheno3^ 

5 (12.62 g, 33.72 mmol), l,r-di-n-^ctyl-4,4'-bipyriduuum dibromide (dioctyl viologen) (910 
mg, 1.69 nnnol), dichloromethane (227 mL), water (28 mL) aad potassium carbonate 
(2.33 g, 16.9 mmol) were added sequentially to a 1 L round bottom flask. The reaction 
mixture was allowed to stir under nitrogen. A solution of of potassium carbonate (23.30 g, 
1 68.6 mmol) and sodium dithionite (26.42 g, 174.1 mmol) in water (1 14 mL) was added to 

10 the reaction mixture. The reaction mixture was heated at reflux for about 2.5 hr and then 
allowed to cool to ambient temperature. The layers were separated. The aqueous layer 
was extracted with dichloromethane (100 mL), The combined organics were dried over 
sodium sulfate, filtered and then concentrated under reduced pressure to provide iV*-(3- 
chloropropyl)-5,6-dimethyI-2-phenoxypyridine-3,4-diamine as a brown sludge. This 

15 material was used directly in the next step. 
PartE 

Using the general method of Example 89 Part E, the material from Part D was 
reacted with trimethyl orfhobutyrate (6.48 mL, 40.5 mmol) and purified to provide 9.10 g 
of l-(3-cmoropropyl)-6,7-dimethyl-4"phenoxy-2-propyl4if-imida^^ as a 

20 white soUd. 
PartF 

Usiag the general method of Example 89 Part F, l-(3-chloropropyl)-6,7-dimethyl- 
4-phenoxy-2-propyHi?'-imidazo[4,5-c]pyridine (4 g, 11.2 mmol)) was reacted with 
sodium thiomethoxide (0.940 g, 13.4 xnmol) to provide 3.54 g of 6,7-dimethyl-l-[3- 
25 (methanethio)propyl]-4-phenoxy-2-propyl-lff-imidazo[4,5-c]pyrid^ as a white solid. 
PartG 

Using the general method of Exan^ile 89 Part G, 6,7-dimethyl-l-[3- 
(methyltMo)propyl]-4-phenoxy-2-propyl4/f-hmdazo[4,5^^^ (3.41 g, 9.23 mmol) 
was oxidized to provide 2.39 g of l-[3-<methanesulfonyl)propyl]-6 J-<limet^^^ 
30 2-propyl-lfl'-inaidazo[4,5-c]pyridihe as a white solid. 
PartH 
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Using the graieral method of Example 89 Part H, l-[3-(methanesulfonyl)propyl]- 
6,7-dimethyl-4-phenoxy-2-propyl-li?-imidazo[4,5-c]pyridme (2.1 g, 5.23 mmol) was 
reacted with ammoniimi acetate (25 g) and purified to provide 1.14 g of l-[3- 
(mefliaiiesulfbriyl)propyl]-6,7-Hlimethyl-2-propyl-lif-im 
5 white needles, mp 153.5-155.0 °C. *H NMR (300 MHz, CDCU) 8 4.83 (br s, 2H), 4.48- 
4.42 (m, 2H), 3.07 (t, J= 7 A Hz, 2H), 2.95 (s, 3H), 2.82-2.77 (na, 2H), 2.45 (s, 6H), 2.35- 
2.25. (m, 2H), 1.94-1.81 (m. 2H), 1.07 (t, 7= 7.3 Hz, 3H); "C NMR (75 MHz, €3X33) 8 
153.2, 148.3, 147.1, 138.9, 125.4, 104.0, 51.2, 42.9, 41.3, 29.5, 24.3, 22.1, 21.5, 14.0, 
13.1; 

10 MS(APCI)/w/z325(M+H)*; 

Anal. Calcd for Ci5H240iN4S; C, 55.53; H, 7.46; N, 17.27; S, 9.87. Found: C, 55.53; H, 
7.44; N, 17.27; S, 9.90. 

Example 91 

15 l-[6-(Methanesulfonyl)hexyl]-6,7-dimethyl-2-propyl-li^inuda2o[4,5-c]pyridin-4-amine 




Part A 

20 Using the general method of Exanqile 89 Fart A, 6-anunohexan-l-ol (15.91 g, 

135.7 mmol) was reacted with 2,4-dichlon)-5,6-dimethyl-3-nitrDpyridine (30 g, 136 mmol) 
to provide 14.79 g of 6-[(2-(±loro-5,6-dimeth3d-3-mtnjpyridia-4-yl)amino]hexan-l-ol as a 
yellow solid. 
Parts 

25 Using the general method of Exan:q)le 90 Part B, 6-((2-chloK)-5,6-dimelhyl-3- 

nitropyridin-4-yl)anuno]hexan-l-ol (14.00 g, 46.39 mmol) was reacted wi& sodium 



213 



wo 03/103584 



PCT/US03/17659 



phenoxide to provide 12.40 g of 6-[(2,3-dimethyl-5-mtro-6-phenox}^yridm-4- 

yl)ainiiio]liexan-l-ol as a yellow powder. 

Parte 

Using the general method of Example 89 Part C, 6-[(2,3-dmiethyl-5-nitro-6- 
phenox3pyridin-4-yl)aiiimo]hexan-l-ol (11.97 g, 33.30 mmol) was chlorinated to provide 
12.24 g of iV^-(6-chlorohexyl)-23-dimethyl-5-nitro-6-phenoxjpyri as a yellow 

solid 
PartD 

A solution of sodium dithionite (24.01 g, 137.9 mmol) in water (90 mL) was added 
to a mixture of JV'-(6-cMorohOTyl>2,3Hiimethyl-5-nitro-^^ (10.42 
g, 27.58 mmol) and ethahol (276 mL). After about 4 hours sodium dithionite (6.71 g) in 
water (20 mL) was added to the reaction mixture. About 1 hour later tetrahydrofuran (100 
mL) was added. When analysis by thin layer chromatography indicated that the reaction 
was complete, the reaction mixture was filtered to remove solids. The soUds were rinsed 
withethanol. The rinses and the filtrate were concentrated under reduced pressure. The 
residue was diluted with toluene (200 mL) and then concentrated under reduced pressure 
to remove the bulk of the solvent The residue was partitioned between ethyl acetate (200 
mL) and water (50 mL). The aqueous layer was separated, combined with saturated 
aqueous sodium bicarbonate to adjust to pH 8 and then extracted with ethyl acetate. The 
combined organics were washed with brine (100 mL), dried over sodium sidfate, filtered 
and then concentrated under reduced pressure. The residue was combined with toluene 
and then concentrated under reduced pressure to provide 12.12 g of iV^-(6-chlorohexyl)- 
5,6-dimethyl-2-phenoxypyridine-3,4-diamine. 
PartE 

Using the general method of Example 89 Part E, the material firom Part D was 
reacted with trimethyl orthobutyrate (4.86 mL, 30.3 mmol) and purified to provide 2.4 g of 
l-(6-chlorohexyl)-6 J-dimethyl-4-phenoxy-2-propyl4ff^ as an off- 

white solid. 
PartF 

Using the general naethod of Example 89 Part F, l-(6-chlorohexyl)-6,7-dimethyl-4- 
phenoxy-2-propyl-lff-imidazo[4,5-c]pyridine (2.0 g, 5.0 mmol) was reacted with sodium 
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tiliomethoxide (0.421 g, 6.00 mmol) to provide 2.17 g of 6,7-dimethyl-l-[6- 
(metbanethio)hexyl]-4-phenoxy-2-propyl-lif-imidazo[4,5-^]pyri as a yellow oil. 

PartG 

Using the general method of Example 89 Part G, the material form Part F was 
5 oxidized to provide ~ 1 g of l-[6Kmethanesulfon3d)hexyl]-6,7-dimethyl-4-phenoxy-2- 
propyl-lfr-imidazo[4,5-c]pyridine as a colorless oil. 
PartH 

Using the geiwral method of Example 89 Part H, the material fijrm Part H was 
reacted with ammonium acetate (12.36 g) and purified to provide 0.37 g of l-[6- 
10 (meflianesBlfonyl)hexyl]-6 J-Kiimeth)i-2-propyl4Jy-imidaz»[4,5-<:^^ as off 

white crystals, mp 157.0-158.0 "C. 

NMR (300 MHz, CDCI3) 8 4.81 (br s, 2H), 4.18 (m, 2H), 2.99 (m, 2H), 2.89 (s, 3H), 
2.76 (m, 2H), 2.44 (s, 3H), 2.42 (s. 3H), 1.93-1.71 (m, 6H), 1.57-1.40 (m. 4H), 1.07 (t, 
7.5 Hz, 3H); "C NMR (75 MHz, CDCI3) 5 153.3, 148.1, 146.6, 139.1, 125.4, 104.2, 54.4, 
15 44.5,40.6,31.6,29.5,28.1,26.1,22.1,21.4,14.0,13.0; 
MS (APCI) w/z 367 (M + H)''; 
- Anal. Calcd for C18H30O2N4S: C, 58.98; H, 8.25; N, 15.29; S, 8.75. Found: C, 58.85; H, 
8.55; N, 15.34; S, 8.75. 
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Example 92 
l-[5-(4-Fluorobenzeaesulfonyl)pentyl]-6,7-dm 

4-amiiie 




5 PartA 

The preparation of 5-<2-cUoro-5,6-^ime4hyl-3-m1ropyridin-4-ylan^ 
was described in Part A of Example 85. Under a nitrogen atmosphere, cerium (HI) 
chloride heptahydrate (8.08 g, 21.7 mmol) and sodium azide (5.64 g, 86.8 mmol) were 
added to a solution of 5-(2-chloro-5,6-dimethyl-3-nitropyridin-4-ylamino)pentan-l-ol 

10 (12.48 g, 43.38 mmol) in a 9: 1 mixture of acetonitrile and water (145 mL), The reaction 
was stirred and heated at reflux for two days then allowed to cool to room temperature. A 
precipitate was removed by filtration and washed with acetonitrile. The filtrate was 
concentrated under reduced pressure to provide 12.13 g of 5-[(5,6-dimethyl-8- 
nitrotetrazolo[l,5-a]pyridin-7-yl)arnino]pentan-l-ol as a yellow solid. 

15 Parts 

Using the general method described in Part C of Example 85, 5-[(5,6-dimethyl-8- 
nitrotetrazolo[l,5-fl]pyridin-7-yl)anuno]pentan-l-ol (12.1 g, 41.2 imnol) was converted to 
13.3 g of (5s5Woropeatyl)-5,6-dime%l-8-mtrotetrazolo[l,5-a]p^ which 
was isolated as a daik brown semi-solid. 
20 Parte 

Under a nitrogen atmosphere, a solution of potassium carbonate (28.46 g, 205.9 
mmol) and sodium ditiuonite (32.26 g, 185.3 mmol) in water (100 mL) was added 
dropwise to a solution of the material fix>m Part B (13.8 g, 42 mmol) and dioctyl viologen 
(1 .17 g, 2.06 mmol) ui dichloromethane (275 mL) and water (35 mL). The addition ftmnel 
25 was rinsed with additional water (37 mL), which was added to the reaction. The reaction 
was heated at reflux for three hours. The aqueous layer was extracted with 
dichloromethane (3 x 50 mL), and the combiued organic solutions were dried over sodium 
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sulfate, filtered, and concentrated under reduced pressure to provide 1 1 .5 g of iV^-CS- 
chloropentyl)-5,6-dimethyl-tetrazolo[l,5-a]pyridine-7,8-diamm as a brown solid. 
PartD 

The general method described in Part E of Example 85 was used to convert iV^-(5- 
5 cWoropentyl)-5,6-dimethyl4etra2X)lo[l,5-ia]pyridine-7,8-dian^ (1 1 .5 g, 40.7 mmol) to 7- 
(5-chloTopentyl)-5,6-dimethyl-8-propyl-7frinridazo[4,^ The 
crude product was purified by column chromatography on silica gel (eluting sequentially 
with 3 : 1 ethyl acetaterhexane and ethyl acetate) to yield a yellow solid, which was 
recrystallized from ethyl acetate:hexane to provide 9.2 g of the product as a white solid. 
10 PartE 

The general method described in Parts F and G of Example 85 was used to convert 
7<5-K5hloropentyi)-5.6-dimethyl-8-propyl-7i^imidazo[4,5-c]^^ 
g, 5.0 mmol) to 7-[5-(4-fluorobenzenesulfonyl)pentyl]-5,6-dimethyl-8-p 
imidazo[4,5-c]tetrazolo[l,5-fl]pyridine. 4-Fluorobenzenefhiol was used m lieu of 4- 
15 chlorobenzenethioL Following the oxidation with mCPBA, the crude product was purified 
by column chromatography on silica gel (eluting witii ethyl acetate) to yield 1.71 g; of the 
pure product as a white solid. 
PartF 

A mixture of 7-[5-(4-fluorobenzenesulfonyl)pmtyl]-5,6-dimethyl-8-propyl-7iy- 
20 imidazo[4,5-c]tetrazolo[l,5-a]pyridine (1.61 g, 3.51 mmol), trifluoroacetic acid (15 mL) 
and platinum (IV) oxide were added to a Parr vessel and agitated under hydrogen pressure 
(50 psi, 3.4 x 10^ Pa) for two days. The reaction mixture was filtered through a layer of 
CEUTE filter aid, and the filter cake was washed with methanol. The filtrate was 
concentrated under reduced pressure, and the black residue was stirred in concentrated 
25 hydrochloric acid (10 mL) for 1 .5 hours. The solution was treated with 1 N aqueous 

sodium hydroxide (100 mL) and solid sodium hydroxide mtil the solution exhibited a pH 
of 14. The solution was extracted with chloroform (3 x 80 mL), and the combined extracts 
were dried over sodium sulfate, filtered, and concentrated under reduced pressure to 
provide 1.8 g of the crude product as a white foam. The crude product was purified by 
30 column chromatogr^hy on silica gel (eluting with 98:2 chloroformimethanol) and 

recrystallized firom ethyl acetate:hexane. The solid was triturated with ethyl acetate and 
dried at 70 ®C in a vacuum oven overnight to provide 0.57 g of l-[5-(4- 
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fluorobeiizenesulfonyl)pentyl]-67-<iimethyW^ 
as a white powder, mp 130,0-132.0 °C. 

NMR (300 MHz, CDCI3) 8 7.94-7.88 (m, ZH), 7.29-7.20 (m, 2H), 4.81 (br s, 2H), 4,17 
(dd, in, 7.7, 2H), 3.07 (dd, 7.7, 7.7, 2H), 2.73 (dd, 7.7, 7.7, 2H), 2.43 (s, 3H), 
5 2.40 (s, 3H), 1.91-1.69 (m, 6H), 1.54-1.43 (m, 2H), 1.05 (t, J= 7.4, 3H); 
MS (APCl) m/z 433 (M+H)^ 

Anal. Calcd for C22H29FN4O2S: C, 6L09; H, 6.76; N, 12.95; Found: C, 61.05; H, 7.04; N, 
13.00. 

10 Example 93-96 

The general methods described in Example 92 were used for Examples 93-96. The 
reagent selected in lieu of 4-chlorobenzenetbiol in Part E of Example 92 is shown in the 
table below for Examples 93-96. The oxidation products fix)m Part E were purified by 
trituration with ethyl acetate. A description of the isolation of the final compounds, 

15 obtained after Part F, follows. 




o 



Exaiiq>le Number 


Reagent for Fait E 


R 


93 


2,4-diftaoiobeDzenethiol 


F 


94 


4-metho7^thiophaiol 




95 


2,4-dichloiobenzeiiethiol 




96 


Sodium thiomethoxide 


-CH3 
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Example 93 

l-[5-(2,4-Difluorobenzenesiilfonyl)pentyl]-6J- 

c]pyridin-4-amine 

The crude product was purified by flash chromatography on silica gel (eluting with 
5 98:2 chloroformimethanol) to yield a white foam that was recrystallized from 2-propanol. 
After the product was dried under reduced pressure, 1 .27 g of the product was obtaiaed as 
a white powder, mp 130.0-132.0 

NMR (300 MHz, CDCI3) 5 8.01-7.89 (m, IH), 7.12-6.94 (m, 2H), 4.82 (br s, 2H), 4.18 
(dd, J= 7.7, 7.7, 2H), 3.26 (dd, 7.7, 7.7, 2H), 2.73 (dd, /= 7.7, 7.7, 2H), 2.43 (s, 3H), 
10 2.39 (s, 3H), 1.91-1.64 (m, 6H), 1.54-1.41 (m, 2H), 1.06 (t, J= 7.4, 3H); 
MS (APCI) m/z 451 (M+H)''; 

Anal. Calcd for C22H28F2N4O2S: C, 58,65; H, 6.26; N, 12.44; Found: C, 58.75; H, 6.42; 
N, 12.32. 

15 Example 94 

l-[5-(4-MethoxybenzenesulfonyI)pentyl]-6J-dimethyl-2-propyl-lif^ 

c]pyridin-4-amine 

The crude product was purified by flash chromatography on silica gel (eluting with 
98:2 chloroform:methanol) to yield a colorless oil that was recrystallized from acetonitiile. 

20 After the product was dried under reduced pressure, 0.725 g of the product was obtained 
as a white powder, mp 130.5-132.0 T. 

NMR (300 MHz, CDQa) 8 7.81 (d, /= 8.9, 2H), 7.02 (d, /= 8.9, 2H), 4.82 (br s, 2H), 
4.16 (dd, 7.7, 7.7, 2H), 3.05 (dd, J= 7.7, 7.7, 2H), 2.73 (d4 7.7, 7.7, 2H), 2.43 (s, 
3H), 2.39 (s, 3H), 1.91-1.64 (m, 6H), 1.55-1.41 (m, 2H), 1.05 (t, J= 7.4, 3H); 

25 MS (APCI) m/z 445 (M+H)*; 

Anal. Calcd for C23H32N4O3S: C, 62.14; H, 7.26; N, 12.60; Found: C, 62.14; H, 7.43; N, 
12.60. 

Example 95 

30 l-[5-(2,4-DichlorobenzOTesulfonyl)pentyl]-6,7-dimethyl-2-propyl-lJ?-i^ 

c]pyridin-4-amine 
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After the crude product was recrystallized from acetonitrile, 0.614 g of the product 
was obtained as a white powder, mp 130.0-131.5 **C. 

NMR (300 MHz, CDCh) 8 8.04 (d, J= 8.6, IH), 7.57 (d, 2.0, IH), 7.46 (dd, /= 
8.6, 2.0, IH), 4.83 (br s, 2H), 4.18 (dd, J- 7.7, 7.7, 2H), 3.37 (dd, /= 7.6, 7.6, 2H), 2.73 
5 (dd, /= 7.7, 7.7, 2H), 2.44 (s, 3H), 2.40 (s, 3H), 1.92-1.66 (m, 6H), 1.59-1.46 (m, 2H), 
1.06 (t, J= 7.4, 3H); 
MS(APCI)m/z483(M)''; 

Anal. Calcd for C22H28a2N402S: C, 54.66; H, 5.84; N, 11.59; Found: C, 54.58; H, 5.65; 
N, 11.58. 

10 

Example 96 

l-[5-(Methanesulfonyl)pentyl]-6,7-dimethyl-2-propyl-lH-im 

A modUBcation of Part E of Example 92 was used; a slurry of sodium methoxide 

(0.64 g, 9.1 mmol) in DMF (10 mL) was added to a solution of 7-(5-chloropentyl)-5,6- 
15 dimethyl-8-propyl-7//-imidazo[4,5-c]tetrazolo[l,5-fl]pyridine (2.35 g, 7.02 mmol) at 0 ^C. 

The synthesis was completed as described in Parts E and F or Example 92. The crude 

product was recrystallized from acetonitrile and dried under reduced pressure to yield 1 .73 

g of the desired product as a white powder, mp 145.0-146.0 ^C, 

^H NMR (300 MHz, CDCI3) 5 4.82 (br s, 2H), 4.18 (dd, 7.7, 7.7, 2H), 3.01 (dd, J= 
20 7.7, 7.7, 2H), 2.90 (s, 3H), 2.75 (dd,/= 7.7, 7.7, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 1.96-1.74 

(m, 6H), 1.61-L51 (m, 2H), 1.07 (t, /= 7.4, 3H); 

MS (APCI) m/z 353 (M+H)''; 

Anal. Calcd for C17H28N4Q2S: C, 57.93; H, 8.01; N, 15.89; Found: C, 57.82; H, 8.26; N, 
15.76. 

25 

Examples 97-99 

The general mediods described in Example 92 were used for Exan^les 97-99. In 
Part A, 3-amino-l-propanol was used in lieu of 5-amino-l-pentanol. The purification in 
Part D was carried out by column chromatography on siUca gel (eluting with 95:5 
30 chlorofonn:methanol) followed by trituration with ethyl acetate:hexane. The thiol selected 
in Part E of Example 92 is shown in the table below for Examples 97-99. The oxidation 
products from Part E were purified by trituration with ethyl acetate. 
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£xanq>le Number 


Thiol 


R 


97 


4-cblorobenzeiiBfliiol 




98 


2-mercaptopyridme 


N=rv 


99 


4-metGaptoethylbenzoate^ 





a) pr^aration described below 



Exaaq)le 97 

5 l-[3-(4-Qilorobeazenesulfon]d)prop;^]-6J-^jmetihyl-2-p 

4-aiiiine 

The crude product was triturated with ethyl acetate aad dried at 60 "C under hig^ 
vacuum for three days to provide 1 .037 g of the desired product as a white powder, mp 
186.5-188.0 *C. 

10 NMR (300 MHz, CDCI3) S 7.81 (d, /= 8.8, 2H), 7.55 (d, J= 8.7, 2H), 4.83 (br s, 2H), 
4.39 (dd, J= 7.8, 7.8, 2H), 3.10 (dd, J= 7.3, 7.3, 2H), 2.75 (dd, 7.7, 7.7. 2H), 2.42 (s, 
3H), 2.35 (s, 3H), 2.24-2.14 (m,2H), 1.91-1.78 (m, 2H), 1.05 (t,/=7.3, 3H); 
MS(APCI)/n/z421(M)*; 

AnaL Calcd for C2oH23aN402S: C, 57.06; H, 5.99; N, 13.31; Found: C, 57.04; H, 6.14; N, 
15 13.23. 
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Example 98 

6J-Dimethyl-2-propyl-l-[3-(p)aidine-2-sulfonyl)pro^^ 

amine 

The crude product was recrystallized from acetonitrile and then purified by column 
5 cbromatography on a Biotage Horizon*^ High-Perfoimance Flash Chromatogrq)hy 
instnmient. A second recrystallization from acetonitrile piovided 0.180 g of the desired 
product as a oflF-white powder, mp 172.0-173.5 

NMR (300 MHz, CDQs) 8 8.69 (ddd, 4.7, 1.7, 1.0, IH), 8.09 (ddd, J= 7.8, 1.2, 
1.0, IH), 7.98 (ddd, J= 7.8, 7.8, 1.7, IH), 7.57 (ddd, J= 7.8, 4.7, 1.2, IH), 4.83 (br s, 2H), 
10 4.42 (dd, /= 7.9, 7.9, 2H), 3.49 (dd, J= 7.3, 7.3, 2H), 2.77 (dd, 7.7, 7.7, 2H), 2.42 (s, 
3H), 2.38 (s, 3H), 2.29-2.17 (m, 2H), 1.92-1.78 (m, 2H), 1.06 (t, 7.4, 3H); 
MS (APCr) m/z 388 (M + H)"'; 

Anal. Calcd for C19H25N5O2S: C, 58.89; H, 6.503; N, 18.07; Found: C, 58.51; H, 6.37; N, 
17.80. 

15 

Example 99 

4-[3-(4-Amino-6,7-dimethyl-2-propyl-l/^imidazo[4,5-c]pyridin-l-yl)pro 
sulfonyl]benzaic acid ethyl ester 
Ethyl-4-mercaptobenzoate was prepared by treating 4-mercaptobenzoic acid (1.50 

20 g, 9.73 mmol) with ethanol (97 mL) in the presence of catalytic concentrated sulfuric acid 
under a nitrogen atmosphere. The reaction was heated at reflux for three hours. The 
volume of the reaction was reduced to 10 mL under reduced pressure and then partitioned 
between water (100 mL) and ethjd acetate (100 mL). The aqueous layer was extracted 
with ethyl acetate (3x 100 mL), and the combined organic sohitions were washed with 

25 water (75 mL) and saturated aqueous sodium bicarbonate (2 x 75 mL), dried over 

magnesium sul&te, filtered, and concentrated under reduced pressure to provide an oiL 
The oil was dissolved in dichloromethane (100 mL), and tiie resultuig solution was 
extracted with saturated aqueous sodium caibonate (3 x 100 mL). The combined extracts 
were washed with dichloromethane (3 x 50 mL) and thm treated with concentrated 

30 hydrochloric acid to adjust to pH 7. The solution was then extracted with dichloromethane 
(3 X 100 mL), and Uie combined extracts were washed with water (50 mL), dried over 
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magnesium sulfate, filtered, and concentrated under reduced pressure to provide 1.23 g of 
ethyl-4-mercaptobenzoate as a colorless oil. 

The ethyl-4-mercaptobenzoate was used as described in Part E of Example 92 in 
lieu of 4*fluorobenzenethiol, and the synthesis was completed using the methods described 
5 in Parts E and F of Example 92. The crude product was purified by column 

chromatography on silica gel (eluting sequentially with 98:2 dichloromethaneuneflianol 
and 95:5 dichloromethane:methanol, and the resulting yellow solid was triturated with 
acetonitrile. The solid was isolated and recrystallized &om 2-propanol to provide 1.4 g of 
4-[3-(4-aniino-6,7-dimethyl-2-propyl-li?-imidazo[4,5-c]py^ 



10 sulfonyl]benzoic acid ethyl ester as yellow crystals, xxxp 169.0-171.0 with aphase 
change at 153-155 °C. 

NMR (300 MHz, CDCI3) 6 8.23 (d, J= 8.8, 2H), 7.95 (d, •/= 8.6, 2H), 4.83 (br s, 2H), 
4.48-4.37 (m, 4H), 3.14 (dd, 7= 7.3, 7.3, 2H), 2.75 (dd, /= 7.7, 7.7, 2H), 2.41 (s, 3H), 
2.35 (s, 3H), 2.24^2.13 (m, 2H), 1.9M.77 (m, 2H), 1.43 (t, J= 7.1), 1.05 (t,c/= 7.3, 3H); 
15 MS (APCI) m/z 459 (M + Kf; 

Anal. Calcd for C23H30N4O4S: C, 60.24; H, 6.59; N, 12.22; Found: C, 60.22; H, 6.80; N, 
- 12.20. 



Under a nitrogen atmosphere, aqueous sodium hydroxide (1.5 mL of 1 M) was 
added to a solution of 4-[3-(4-anuno-6,7-dimethyl-2-propyl-l-ff-imidazo[4,5-c]pyridm^ 
25 yl)propane-l-sulfonyl]benzoic acid ethyl ester (558 mg, 1.22 mmol), prepared as 

described in Example 99, in methanol (5.5 mL) and THF (5.5 mL), and the reaction was 
stirred for two hours at room temperature. The solvents were removed under reduced 



20 



Example 100 

4-[3-(4-Amino-6,7-dimethyl-2-propyl-l/^imidazo[4,5-c]pyridin-l-yl)prop^^ 
sulfonyl]benzoic acid hydrochloride 




NH. 
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pressure, and the residual solid was dissolved in water (60 roL). The solution was washed 
with dichloromethane (2 x 20 mL) and ethyl acetate (20 mL) and then treated with 
concentrated hydrochloric acid to adjust to pH 5. A precipitate formed, which was 
isolated by filtration and dried overnight in a vacuum oven at 60 ^C. The material was 

5 treated with 1 M hydrochloric acid in diefliyl ether, and then the solvent was removed 
under reduced pressure. The resulting white solid was recrystallized from ethanol, and the 
crystals were dissolved in a mixture of 1 N hydrochloric acid and methanol with gentle 
heating. The solution was concentrated under reduced pressure, and the resulting solid 
was dried at 80 under high vacuum to provide 240 mg of 4-[3-(4-amino-6,7-dimethyl- 

10 2-propyl-lJy-inudazo[4,5-c]pyridin-l-yl)propane-l-sulfonyll^ acid hydrochloride as 
a white powder, mp >250 °C. 

NMR (300 MHz, DMSO-cftf) 8 8.18 (d, J= 8.6, 2H), 8.03 (d, J= 8.6, 2H), 7.79 (br s, 
2H), 4.41(dd, J= 7.7, 7.7, 2H), 3.65 (dd, J= 7.3, 7.3, 2H), 2.79 (dd, J== 7.7, 7.7, 2H), 2.41 
(s, 3H), 2.29 (s, 3H), 2.03-1.91 (m, 2H), 1.8H.69 (m, 2H), 0.96 (t, /= 7.5, 3H); 

15 MS(APCI)m/z431(M + H-.HCl)'*'; 

Anal. Calcd for C21H27CIN4O4S: C, 52.01; H, 5.92; N, 11.56; Found: C, 51.62; H, 5,86; 
- N, 11.41. 

Example 101 

20 {4-[3<4-Ammo-6,7Hiimethyl-2-propyl-lff-inaidaTO 

sulfonyl]phenyl}morpholin-4-ylmethanone 



25 yl)propane-l-sulfonyl]benzoic acid ethyl ester (2.50 g, 5.16 mmol), prepared as described 
m Parts A-E of Example 92 using the modification of Example 99, was treated with 
aqueous sodium hydroxide (10 mL of 1 N) in ethanol (26 mL), and the reaction stirred for 




Part A 



4-[3K5,6-Dimethyl-8-propyl-7H-imidazo[4,5-c]tetrazolo[l,5-a]pyridin-^^ 
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two hoxirs and became homogeneous. The solvents were removed under reduced pressure, 
and the residual white solid was dissolved in wat©: (50 mL). The solution was washed 
with ethyl acetate (3 x 10 mL) and then adjusted to pH 4 with the addition of concentrated 
hydrochloric acid. A white solid precipitated, which was isolated by fUtration, washed 
5 with water, and dried for three hours in a vacuum oven at 60 to provide 2.26 g of 4-[3- 
(5,6-dimethyl-8-propyl-7if-imidazo[4,5-c]tetrazolo[l,5-fl]pyri 
sulfbnyl]benzoic acid as a white solid 
PartB 

Under a nitrogen atmosphere, a mixture of 4-[3-(5,6-dimethyl-8-propyl-72f- 
10 imidazo[4,5-c]tetrazolo[l,5-a]pyridin-7-yl)propane-l-sulfonyl]bem acid (2.26 g, 4.95 
mmol) and dichloromethane (50 nsL) was cooled to 0 ^C. Oxalyl chloride (0.95 ml^ 10.9 
mmol) was added dropwise, and the reaction was stirred for two hours at room 
temperature. To one-third of the solution was added morpholine (0.43 mL, 4.9 mmol), 
and the reaction was stirred under nitrogen overnight. Additional morpholine (1.0 mL, 1 1 
15 mmol) was added, and the reaction was stirred for two hours. A white precipitate formed, 
which was isolated by filtration, washed with ethyl acetate and water, and then dried for 
two hours in a vacuum oven at 80 °C to provide 0.75 g of {4-[3-(5,6-dimethyl-'8-propyl- 
7ii^inudazo[4,5-c]tetrazolo[l,5-a]pyridin-7-yl)propane-l-sulfony 
ylmethanone as a white solid. 
20 Parte 

{4-[3-(5,6-Dimethyl-8-propyl-7i?-unidazo[4,5-c]tetrazolo[l,5-a]p3^ 
yl)propane-l-sulfonyl]phenyI}moipholin-4-ylmethanone (0.75 g, 1.4 romol) was 
converted to {4-[3-(4-anuno-6,7-dimethyl-2-propyl-liff-imidazo[4,5-c]py^ 
yl)pn)pane-l-sulfonyl]phenyl}morpholin-4-yhnethanone using the general method of Part 

25 F of Example 92. The crude product was triturated with ethyl acetate, isolated by 

filtration, and dried overnight under high vacuum at 90 °C to provide 0.52 g of flie desired 
product as a white powder, mp 224.0-226.0 ^C. 

NMR (300 MHz, DMSO-rftf) 5 7.92 (d, /= 8.4, 2H), 7.63 (d, J= 8.4, 2H), 5.55 (br s, 
2H), 4.25 (dd, J= 7.8, 7.8, 2H), 3.60 (br s, 4H), 3.52 (dd, 7.6, 7.6, 2H), 3.23 (br s, 2H), 

30 2.66 (dd, J= 7.5, 7.5, 2H), 2.22 (s, 3H), 2.17 (s, 3H), 1.91-1.79 (m, 2H), 1.73-1.61 (m, 
2H), 0.90 (t,J= 7.3, 3H); 
MS (APCI) m/z 500 (M + H)"*; 
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Anal. Calcd for C25H33N5O4S: C, 60.10; H, 6.657; N, 14.02; Found: C, 59.96; H, 6.70; N, 
13.81. 

Example 102 

iV'- {2-[2-(4-Amino-2-^yl-6 Jniimefhyl^ 

yl)ethoxy]efhyl}methanesiilfonamide 




PartA 

The general method described in Part A of Example 80 was followed using 2-(2- 
10 aminoethoxy)ethanol (46.0 mL, 458 mmol) in lieu of ettianolamine to prepare 90.0 g of 
tert'hntyl 2-(2-hydroxyethoxy)ethylcarbamate as a colorless oil. 
Parts 

Under a nitrogen atmosphere, a solution oftert-bntyl 2-(2- 
hydroxyethoxy)efhylcarbamate (89.0g, 434 nunol) in dicbloromethane (1.5 L) was cooled 

15 to 0 *^C; triethylamine (90.7 mL^ 650 mmol) was added dropwise. Methanesutfonyl 

chloride (36.9 mL, 477 mmol) was Ihea added over a period of 45 minutes. A precipitate 
formed, and Ihe reaction became yellow. The reaction was allowed to warm to room 
temp^ture and stirred ovemi^t. Saturated aqueous sodium bicarboiiate (750 mL) was 
added. The organic layer was then sequentially washed with water (3 x 500 mL) and brine 

20 (250 mL), dried over magnesium sulfate, filt0:ed, and concentrated under reduced pressure 
to provide 1 19.2 g of 2-{2-[(reit-butoxycaibonyl)axnino]ethoxy)ethyl methanesulfonate as 
a light orange oil. 
Parte 

Under a nitrogen atmosphere, sodium azide (29.8 g, 458 nnnol) was added to a 
25 solution of 2- {2-[(rerr-butoxycarbonyl)amiQo]ethoxy} ethyl methanesulfonate (1 1 8 g, 416 
mmol) in DMF, and the reaction was heated at 90 "^C for six hours. The reaction was 
allowed to cool to room temperature overnight, and thai the solvent was removed under 
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reduced pressure. Water (1 L) was added, and the resulting solution was extracted with 
diethyl ether (4 x 500 mL). The combined extracts were washed with water (1 x 250 mL), 
dried over magnesium sulfate, filtered, and concentrated under reduced pressure to yield 
93.0 g of ^ei^-hutyl 2-(2-azidoethoxy)ethylcarbamate as a colorless oil 
5 PartD 

Under a nitrogen purge, 10% palladium on carbon (9.2 g) was added to a solution 
of /eit-butyl 2-(2-a2idoethoxy)ethylcarbamate (92.0 g, 399 mmol) in toluene (900 mL) in 
a pressure vessel. The vessel was placed under hydrogen pressure (30 psi, 2.0 x 10^ Pa), 
and for the first 20 minutes, the hydrogen was rq)laced every five minutes and brought to 

10 a pressure of (20 psi, 1 .4 x 1 0^ Pa). The reaction was maintained under hydrogen pressure 
(20 psi, 1 .4 x 10^ Pa) overnight. The reaction mixture was filtered through a layer of 
CELTTE filter aid, and the filter cake was washed with ethanol. The filtrate was 
concentrated under reduced pressure to yield 77.4 g of tert-hutyl 2-(2- 
aminoethoxy)ethylcarbaniate as a light green oil. 

15 PartE 

The general method described in Part B of Example 82 was used with ^er^-butyl 2- 
(2-aminoethoxy)ethylcarbamate in Heu of 2-[3-(l,3-tbiazol-2-yl)propoxy]ethylamine. The 
reaction was heated at 60 overnight. The crude product, an orange oil, was 
recrystallized firom 40:60 ethyl acetate:h^^e (100 mL) using seed crystals &om a 

20 previous nm. The crystals were isolated by filtration and washed with cold 90: 10 
hexane:ediyl acetate. The mother liquor was concentrated under reduced pressure to 
provide a solid which was purified by colu3tnn chromatography on silica gel (1200 mL» 
eluting with 70:30 hexane:ethyl acetate). The products purified by each method were 
combined to provide 59.5 g of ^ert-butyl 2-{2-[(2-chloro-5,6-dimethyl-3-nitropyridin-4- 

25 yl)amino]ethoxy}ethylcarbamate as a light orange solid, m. p. 70-73 ^C. 
PartF 

The general method described in Part A of Example 92 was used to convert tert- 
butyl 2- {2-[(2-chloro-5,6-dimethyl-3-nitropyridin-4-yl)amino]ethoxy} ethylcarbamate 
(57.0 g, 147 mmol) to 51.6 g of re/t-butyl 2-{2-[(5,6-diaiethyl-8-nitrotetrazolo[l,5- 
30 a]pyridin-7-yl)amino]ethoxy} ethylcarbamate, obtained as a yellow solid, m. p. 109-1 1 1 

PartG 
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Under a mtrogen purge, 5% platinum on caibon (2.5 g) was added to a Parr vessel 
containing a solution oftert-hutyl 2-{2-[(2-chloro-5,6-diniefliyl-8-mtrotetrazolo[l,5- 
a]pyridin-7-yl)amino]ethoxy}ethylcarbamate (25,0 g, 63.2 nunol) in toluene (500 mL). 
The vessel was placed under hydrogen pressure (30 psi, 2.0 x 10^ Pa) for four hours, and 

5 then 2-propanol (50 mL) was added. The reaction mixture was filtered througji a layer of 
CEUTE filter aid, and the filter cake was washed with 2-propanol (500 mL) and efhanol 
(500 mL). The filtrate was concentrated under reduced pressure to yield 22.9 g of ferr- 
butyl2-{2-[(8-amino-5,6-dimethyltetrazolo[l,5-a]pyridin-7- 
yl)amino]ethoxy}ethylcarbamate as a brown oil. 

10 PartH 

The gaierai method described in Part E of Example 85 was used to convert tert- 
butyl 2- {2-[(8-amino-5,6-dimethyltetrazolo[l,5-a]pyridin-7- 
yl)amino]ethoxy}ethylcarbamate (22.8 g, 62.4 mmol) to tert-hutyl 2-{2-[(8-ethyl-5,6- 
dimethyl-7jff-inudazo[4,5-c]tetraazolo[l,5-a]pyridin-7-yl)]ethox^^ 

15 Triethylorthopropionate (13.2 mL, 65.5 mmol) was used in lieu of trimethylorthobutyrate. 
The crude product was obtained as a light brown solid (20.2 g), which was stirred with 
water (500 mL) for 15 minutes, isolated by filtration, and dried ovemigjit in a vacuum 
oven at 80 **C, to provide the desired product, mp 186-188 ®C, which was used without 
further purification. 

20 Parti 

A solution of trifluoroacetic acid (188 mL, 2.44 mol) in dichloromethane (300 mL) 
was cooled to 0 A solution of fert-butyl 2-{2-[(8-ethyl-5,6-dimethyl-7ff-imidazo[4,5- 
c]tetrazolo[l,5"^]pyridin-7-yl)]ethoxy}ethylcari)amate (19.7 g, 48.8 mmol) in 
dichloromethane (300 mL) was then slowly added over a period of 30 minutes, and tiie 

25 reaction was stirred overnight. The volatiles were removed under reduced pressure, and 
the residual brown oil was stured with 2-propanol (300 mL) to form a white salt, which 
was isolated by filtration and dried in a vacuum at 80 ''C. The salt was dissolved in water 
(200 mL), and soUd sodium carbonate was added to adjust to pH 12. The solution was 
extracted with chloroform overnight with a continuous extractor. The extracts were dried 

30 over magnesium sulfate, filtered, and concentrated under reduced pressure to provide 1 1 .5 
gof2-[2-(8-ethyl-5,6-dimethyl-7H-nnidazo[4,5-c]tetra2»lo[l,5-a]p50^ 
yl)ethoxy]ethylamine as a white solid, m. p. 181-183 °C. 
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PartJ 

The general mefliod described in Part B of this example was used with the 
following modifications. 2-[2-<8-Ethyl-5,6-^ethyl-7fl^iniidazo[4,5-c]tetrazolo[ 
a]pyridin-7-yl)ethoxy]eth>damine (2.25 g, 7.42 mmol) was used in lieu of rcrT-butyl 2-(2- 
hydroxyethoxy)efhylcarbamate. The reaction was stirred for 2 hours, and 2.8 g of crude 
product were obtained after the work-up. The crude product was purified by column 
chromatography on silica gel (200 mL, eluting with 90:10 dichloromethaneimethanol) to 
provide 2.30 g of iV'-{2-[2-(8-ethyl-5,6-dimethy^7^^imidazo[4,5-c]tetrazolo[l,5- 
a]pyridin-7-yl)ethoxy3ethyl}methanesulfonamide as a white solid, m. p. 216-218 ^'C. 
PartK 

The general method described in Part F of Example 92 was used to convert iV-{2- 
[2-(8-ethyl-5,6-dimethyl-7ff-iinidazo[4,5-c]tetrazolo[l,5-a]pyridin-7- 
yl)ethoxy]ethyl}methanesulfonamide (2.25 g, 5.90 mmol) toiV-{2-[2-(4-amino-2-ethyl- 
6,7-dimethyHi^-imidazo[4,5-c]pyridin-l -yl)ethoxy]ethyl}meflianesulfonamide. The 
crude product was obtained as a colorless oil (2.03 g), which was recrystallized fi*om 2- 
piopanol (45 mL) and dried in a vacuum oven at 70 °C to provide 1.37 g of the desired 
product as a white powder, mp 145-147 **C. 

NMR (300 MEIz, DMSO) 8 6.99 (br t, IH), 5.57 (s, 2H), 4.41 (t, 7= 5.6 Hz, 2H), 3.69 
(t, J= 5.6, 2H), 3.40 (t, J= 5.8, 2H), 3.02 (q, /= 5.6, 2H), 2.85 (q, /= 7.5, 2H), 2.82 (s, 
3H), 2.35 (s, 3H), 2.30 (s, 3H), 1.31 (t, J= 7.5, 3H); 
MS (APCI) m/z 356 (M + H)*; 

Anal. Calcd for C15H25N5O3S: C, 50.69; H, 7.09; N, 19.70. Found: C, 50.69; H, 7.17; N, 
19.68. 

Examples 103 and 104 
2-[2-(8-Ethyl-5,6-dimethyl-7i?-imidazo[4,5H;]tetrazolo[l,5-a]pyri^^ 
yl)ethoxy]ethylamine was obtained as described in Parts A through I of Example 102. 
Under a nitrogen atmosphere, a solution of 2-[2-(8-ethyl-5,6-dimethyl-7if-miidazo[4,5- 
c]tetraazolo[l,5-a]pyridin-7-yl)ethoxy]ethylamine (1 equivalent) and in dichloromethane 
was cooled to 0 ®C; triethylanaine (1.1 equivalents) was added. The acid chloride (1.1 
equivalents) selected firom the table below was then added dropwise, and the solution was 
allowed to warm to room temperature and stirred for several hours. The reaction was 
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washed with 5% aqueous sodium hydroxide (200 mL), and the aqueous layer was 
extracted with dichloromethane (2 x 200 mL). The combined organic solutions were dried 
over magnesiimi sulfate, filtered, and concentrated under reduced pressure to provide a 
white solid, which was treated using the general method described in Part F of Example 92 
and purified as described below. 




Exaiiq)le Nunober 


Acid Chloride 


R 


103 


4-morpholinecarbonyl chloride 




104 


cyclohexylcarbonyl chloride 


o 



Exan^le 103 
JV'-{2-[2-(4-Amino-2-ethyl-6,7-<iimethyl4ff-inn 
10 yl)ethoxy]ethyl}morpholine-4-carboxamide 

The crude product was obtained as a white solid, which was recrystallized ftom 2- 
propanol and dried overnight in a vacuum oven at 80 °C. The crystals were dissolved in 
dichloromethane, and the solution was concentrated under reduced pressure to provide 
1.46 g of //-{2-[2-(4-aiiiino-2-ethyl-6,7-dimethyl-lff-inudazo[4,^ 
15 yl)ethoxy]ethyl}morpholine-4-carboxamide as a white powda:, mp 182-184 °C. 

NMR (300 MHz, DMSO) 5 6.40 (t, 5.4 Hz, IH), 5.63 (s, 2H), 4.39 (t, /= 5.4, 2H), 
3.67 (t, /= 5.4, 2H), 3.51 (m, 4H), 3.34 (t, /= 6.1, 2H), 3.18 (m, 4H), 3.11 (q, J= 5.8, 
2H), 2.84 (q, J= 7.5, 2H), 2.35 (s, 3H), 2.30 (s, 3H), 1.30 (t,/= 7.5, 3H); 
MS (APCI) m/z 391 (M + H)''; 
20 Anal. Calcd for C19H30N6O3: C, 58.44; H, 7.74; N, 21.52. Found: C, 58.22; H, 7.77; N, 
21.73. 
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^cample 104 
^'-{2-[2-(4-Amino-2-^yW,7-dimethy^li^-^ 

yl)efhoxy]efhyl}cyclohexanecarboxanude 
The crude product was purified by coltinm chromatography on silica gel (ISO 
S eluting with 85:15 dichlordmefhane:methanol) and recrj^tallization &om 2-propaaol (20 
mL). The purified crystals were dissolved in methanol, and the resulting solution was 
concentrated under reduced pressure to provide 0.88 g of JV-{2-[2-(4-amino-2-etiiyl-6,7- 
dimethyl-lif-imidazo[4,5-c]pyridin-l-yl)ethoxy]ethyl}cyclohe^ as a 

white powder, mp 170-172 °C. 
10 . ^HNMR(300MHz,CDC13)8 536(brt,lH),4.89(s,2H),4.43(t,J=54Hz,2H),^ . 
(t, 5.5, 2H), 3.43-3.38 (m, 2H), 3.34-3.27 (m, 2H), 2.88 (q,7= 7.5, 2H), 2.45 (s, 3H), 
2.43(s, 3H), 1.92-1.61 (ni,6H), 1.42(t,y-7.5,3H), 1.35-1.16 (m, 5 H); 
MS (APCI) m/z 388 (M + H)^; 

Anal. Calcd for C21H33N5O2: C, 65.09; H, 8.53; N, 18.07. Found: C, 64.85; H, 8.66; N, 
15 17.86. 

Exanq)le 105 

iV'-Cyclohexyl-iV'-{2-[2-(2-ethyl-6J-dimethyl-lif-u^ 

yl)ethoxy]ethyl}iu:ea 
NH, 

20 H H 

A modification of the methods described in Examples 103 and 104 was used to 
convert 2-[2-(8-ethyl-5,6-dime&yl-7fl'-imidazo[4,5-c]tetrazolo[l,5-flte 
yl)ethoxy]ethylamine (2.00 g, 6.59 mmol) to N-cyclohexyl-JV-{2-[2-(2-elhyl-6,7- 
dimeth)d-lff-inGddazo[4,5-c]pyridin--2-yl)ethoxy]ethyl}iu:ea. No triethylamine was used, 

25 and cyclohexyl isocyanate (0,93 mL, 7.25 mmol) was used in lieu of an acid chloride. The 
crude hydrogenation product was isolated as an off-white solid, which was recrystallized 
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twice &om 2-propanol (15-17 mUg) to provide 1.29 g of the desired product as white 
crystals, mp 187-189 °C. 

NMR (300 MHz, CDC13) 8 4.94 (s, 2H), 4.42 (t, /= 5.3 Hz, 2H), 4.23 (d, 7= 8.1, IH), 
3.89 (t, 5.3, IH), 3.67 (t, 7= 5.3, 2H), 3.51-3.37 (m, IH), 3.36-3.31 (m, 2H), 3.19 (q, J 
5 = 5.3, 2H), 2.86 (q, J= 7.5, 2H), 2.45 (s, 3H), 2.42 (s, 3H), 1.92-1.82 (m, 2H), 1.75-1.54 
(m, 3H), 1.41 (t, y = 7.5, 3H), 1.36-1.04 (m, 5 H); 
MS (APCI) m/2 403 (M + Bf\ 

Anal. Calcd for C21H34N6O2: C, 62.66; H, 8.51; N, 20.88. Found: C, 62.39; H, 8.74; N, 
20.85. 



15 Part A 

2-[2<8-Ethyl-5,6-dimethyl-7H-imidazo[4,5-c]tetiaazolo[l,5^^ 
yl)ethoxy]eQiylamine (2.00 g, 6.59 mmol) was obtained as described in Parts A through I 
of Example 102 and treated usmg the method of Part J of Example 102 with 3- 
chloropropanesulfonyl chloride (0.88 mL, 7.25 mmol) used in lieu of methanesulfonyl 

20 chloride. The crude product was purified by column chromatography on silica gel (100 
mL, eluting with 95:5 dichloromethane:methanol) to provide an amber oil, which was 
triturated with diethyl ether. The product was isolated by filtration to provide 2.62 g of 3- 
chloro-JV- {2-[2-(8-ethyl-5,6-dimethyl-7^f-imidazo[4,5-c]tetrazolo[l ,5-^]p^ 
yl)ethoxy]ethyl}propane-l-sulfonamide as a white solid, m. p. 126-129 ®C. 

25 PartB 

Under a nitrogen atmosphere, l,8-diazabicyclo[5.4.0]undecene-7 (4.2 mL, 28 
mmol) was added to a solution of 3-chloro-i\r-{2-[2-(8-ethyl-5,6-dimethyl-7if- 



10 



Example 106 

l-{2-[2-(l,l-Dioxidoisothiazohdin-2-yl)ethoxy]ethyl}-2-ethyl-6,7-di^ 

miidazo[4,5-c]pyridin-4-amine 
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imi(iazo[4,5-c]tetrazolo[l,5-a]pyridin-7-yl)ethoxy]et^^ (2.50 g, 

S.63 nunol) in DMF (50 mL), and the reaction was stiired overnight at room temperature. 
The solution was concentrated to about 25 mL under reduced pressure, and water (300 
mL) was added. A white precipitate formed, which was isolated by filtration and 
5 recrystallized from acetonitrile (20 mL) to provide 1 ,95 g of 7-{2-[2-(l,l- 
dioxidoisothiazoUdin-2-yl)ethoxy]ethyl}-8-ethyl-5,6-dimefliyl-72ir^ 
c]tetraazolo[l,5-a]pyridine as white crystals, m. p. 176-178 °C. 
Parte 

7-{2-[2-(l,l-DioxidoisotiiiazoUdin-2-yl)ethoxy]ethyl}-8-ethyl-5,6-d^ 
10 imidazo[4,5-c]tetrazolo[l,5-a]pyridine (1 .60 g, 3.93 mmol) was treated using the 

procedure described in Part F of Example 92, The crude product was purifed by colmnn 
chromatography on silica gel (75 mL, eluting with 80:20 dichloromethanemethanol) and 
recrystallized from 2-propanol to provide 0.38 g of white crystals. The crystals were 
dissolved in 2-propanol (10 mL) and treated with a 1 M solution of hydrochloric acid in 
15 diethyl ether (1 mL). The solution was stirred for 30 minutes, and the resulting salt was 
isolated by filtration and washed with diethyl ether. The salt was dissolved in water (25 
mL), and solid sodium carbonate was added to adjust to pH 12. The solution was seeded 
with material made in a previous run, and the resulting solid was isolated by filtmtion and 
washed with wata: to provide 0.18 g of l-{2-[2-(l,l-dioxidoisothiazolidin-2- 
20 yl)ethoxy]ethyl}-2-ethyl-6,7-dimethyl-lJ?-imidazo[4,5-c]pyridin-4^ as a white solid, 
mp 157-159 *»C. 

*H NMR (300 MHz, CDC13) 5 4.86 (s, 2H), 4.44 (t, J= 5.4 Hz, 2H), 3.74 (t, 7= 5.4, 2H), 
3.57-3.51 (m, 2H), 3.13-3.08 (m, 2H), 3.04-2.97 (m, 2H), 2.89 (q, 7.5, 2H), 2.87 (t, 
6.8, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 2.19-2.08 (m, 2H), 1.41 (t, J= 7.5, 3H); 
25 MS(APCI)m/z382(M + H)''; 

Anal. Calcd for CnHayNsOaS^O.SO H2O: C, 52.29; H, 7.23; N, 17.93. Found: C, 52.54; H, 
7.49; N, 18.02. 
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Esample 107 
iV'-{2-[2-(4-Ainino-2-ethyl-6J-dimelhy^^ 

benzoylurea 



NH 




5 PartA 

2-[2-(8-Ethyl-5,6-dimethyl-7/^iimdazo[4,5-c]tetrazolo^ 
yl)ethoxy]ethylamine (2.00 g, 6.59 nimol) was obtained as described in Parts A through I 
of Example 102 and treated using the method of Part F of Example 92. The crude product 
was recrystallized from toluene (57 mL/g) to provide 3.19 g of l-[2-(2- 
10 animoefhoxy)ethyl]-2-ethyl-6,7-<Kmelhyl-li^^ as white 

crystals, m. p. 152-154 ''C. 
- PartB 

A solution of l-[2-(2-ammoetlioxy)efhyl]-2-ethyl-6 J-dimethyl-lH-i^ 
c]pyridin-4-amine (1.60 g, 5.77 mmol) was treated with benzoyl isocyanate (0.98 g, 6.6 

15 mmol) using the method described in Example 105. The crude product was purified by 
column chromatography on silica gel (150 mL, eluting with 90:10 
dichloromethane:methanol) and recrystallized from acetonitrile (75 mL/g). The crystals 
were subsequently recrystallized twice from 2-propanol (40-44 mL/g) and then stirred in 
water for 30 minutes and isolated by filtration. The solid was dried for three days under 

20 high vacuum to provide 0.54 g of JV'-{2-[2-(4-aixiino-2-ethyl-6 J-dimethyl-l/f-imidazo[4,5- 
c]pyridin-l-yl)ethoxy]ethyl}-7V-benzoylurea as a white solid, mp 185-187 °C. NMR 
(300 MHz, CDC13) 5 8.98 (br s, IH), 8.87 (br t, IH), 7.93-7,87 (m, 2H), 7.63-7.56 (m, 
IH), 7.52-7.44 (m, 2H), 4.84 (s, 2H), 4.45 (t, 5.8 Hz, 2H), 3.76 (t, /= 5.8, 2H), 3.57- 
3.46 (m, 4H), 2,91 (q, 7.5, 2H), 2.42 (s, 6H), 1.41 (t, 7.5, 3H); MS (APCl) m/z 425 

25 (M + H)"*; Anal. Calcd for C22H28N6O3«0.25 H2O: C, 61.59; H, 6.70; N, 19.59. Found: C, 
61.25; H, 6.90; N, 19.72. 
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Example 108 
W'-[({2-[2K4-Amino-2-ethyl-6J-dimethyl-^ 

yl)ethoxy]ethyl} ammo)carbonyl]beDzenesulfoiiaimde 




5 A solution of l-[2<2-aminoethoxy)ethyl]-2-ethyl-6 J-dimethyl-lH^ 

c]pyridin-4-amine (1.45 g, 5.23 mmol), obtained as described in Part A of Example 107, 
was treated with benzenesulfonyl isocyanate (0.70 mL^ 52 mmol) using a modification of 
the method described in Example 1 OS. The crude reaction mixture was concentrated 
under reduced pressure, and the residue was purified by column chromatography on silica 

10 gel (eluting with 79.5:19.5:1 dichloromethane:methanol:triethylamine) to provide a white 
solid. The solid (1.05 g) was stirred with 90:10 dichloromethane:methanol (40 mL), 
isolated by filtration, and recrystallized JBrom DMF (10 mL) to provide 0.41 g of iV'-[({2-[2- 
(4-amino-2-ethyl-6,7-dimethyl-lF-iinidazo[4,5-c]pyridin-l- 

yl)ethoxy]ethyl}amitio)carbonyl]benzenesulfonamide as a white solid, mp 201-203 **C. 
15 MS(ESI)/w/z461(M + H)^ 

Example 109 

2-(Efhoxymethyl)-6,7-dimefhyl-l-[2-(pyridin-4-ybnethoxy)e&^ 

c]pyridin*4-amine 



20 




Part A 



235 



wo 03/103584 



PCTAJS03/17659 



(2-ailoio-5,6-dimethyl-3-mtropyridm-4-yl)-P^ 
(19.6 g, 58.2 mmol), which was prepared as described in Parts A through C of Example 
84, was treated with sodium azide (7.S7 g, 1 16 txunol) using the general method described 
in Part A of Example 92, The crude solid was recrystallized from acetonitrile to provide 
5 16.2 g of (5,6-dimefhyl-8-nitrotetrazolo[l,5-a]pyridin-7-yl)-[2-(pyridn^^ 
ylmethoxy)eftiyl]amine as an orange solid. 
Parts 

(5,6-Dimethyl-8-nitrotetraazolo[l,5-^]pyridin-7-)d)-[2-(pyridin-^ 
ylmethoxy)ethyl]amine (16.2 g, 46.9 mmol) was hydrogenated using the conditions 

10 described in Part G of Example 80 with the following modification. The filter cake was 
washed with hot toluene and 50:50 dichloromethanemethanol, the filtrate was 
concentrated under reduced pressure to provide the crude product, which was triturated 
with diethyl ether and isolated by filtration to afford 5,6-dimethyl-iV^-[2-(pyridin-4- 
ylmethoxy)ethyl]tetrazolo[l,5-fl]pyridine-7,8-diamine as a white soUd. 

15 Parte 

The general method described in Part E of Example 82 was used to convert 5,6- 
dimethyl-i\r^-[2-(pyridin-4-ylmethoxy)ethyl]tetrazolo[l,5-^^ (6.0 g, 

19 mmol) to 8-ethoxy-5,6-dimethyl-7-[2-(pyridin-4-yhnethoxy)ethyl]-7H-inudazo[^ 
c]tetrazolo[l,5-fl]pyridine. The crude product was triturated with diethyl ether, isolated by 
20 filtration, and recrystallized from acetonitrile (1 .8 mL/g) to provide 4.53 g of the desured 
product as off-white crystals. 
PartD 

Under a nitrogen atmosphere, a solution of 8-ethoxy-5,6-dmiefhyl-7-[2-(pyridin-4- 
yhnefhoxy)ethyl]-7if-hnidazo[4,5-c]tetrazolo[l,5-fl]pyridine (4.04 g, 10.5 mmol) and 

25 triphenyl phosphine (3.04 g, 1 1.6 mmol) in xylene (50 mL) was heated at reflux for 18 
hours. The solution was allowed to cool to room temperature, and tibie volatiles were 
removed under reduced pressure. The residual oil was treated with aqueous hydrochloric 
add (50 mL of 1 M) and stirred for 30 minutes; a white precipitate formed. The solution 
was then washed with dichloromethane (3x2 mL), treated with 1 N aqueous potassium 

30 hydroxide to adjust to pH 14, and cooled to near 0 °C. The product precipitated and was 
isolated by filtration, washed with diethyl ether, and dried under reduced pressure. The 
resulting solid was washed with water, isolated by filtration, washed with diethyl ether. 
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and reciystaUized from toluene. The solid was dissolved in methanol, and the solution 
was concentrated under reduced pressure. This was repeated three times before the solid 
was finally triturated with diethyl ether and isolated by filtration to provide 2. 17 g of 2- 
(ethoxymethyl)-6J-dimethyl-l-[2-(pyridin'4-yhne&oxy)e& 

5 4-amine as small tan crystals, mjp 143-14S °C. 

*H NMR (300 MHz, DMSO) 8 8.45 (d, J- 6.2 Hz, 2H), 7.11 (d, J= 5.6 Hz, 2H), 5.80 (s, 
2H), 4.69 (s, 2H), 4,61 (t, J= 5.6 Hz, 2H), 4.48 (s, 2H), 3.80 (t, 7= 5.6 Hz, 2H), 3.48 (q, J 
= 6.9 Hz, 2H), 2.37 (s, 3H), 2.3 1 (s, 3H), 1.10 (t, J= 6.9 Hz, 3H); 
MS (APCI) m/z 356 (M + H)"*; 

10 Anal. Calcd for C19H25N5O2: C, 64.20; H, 7.09; N, 19.70; Found: C, 63.93; H, 7.43; N, 
19.76. 



2,6,7-Trimethyl-l-[2-(pyridin-4-ybnethoxy)ethyl]-lH-imidazo[4,5-^]p^ 



Using the general method described in Part E of Example 85, 5,6-dimethyl-JV^-[2- 
(pyridin-4-yh3iethoxy)ethyl]tetrazolo[l,5-a]pyridine-7,8-diarcm g, 19mmol), 
prepared as described in Parts A and B of Example 109, was treated with 
triethylorflioacetate (3.7 mL, 20 mmol) in lieu of trimethylorthobutyrate. The crude 
20 product was triturated with diethyl ether and isolated by filtration to provide 6.07 g of 
5,6,8-trimethyl-7-[2-(pyridin-4-ybnethoxy)ethyl]-7fr-imidazo[4,5-^^ 
cjpyridine as a brown solid. 



The general method of Part D of Example 109 was used to convert 5,6,8-trimefhyl- 



25 7-[2-(pyridin-4-ylmethoxy)ethyl]-7H-imidazo[4,5-€]tetrazolo[l,5-^^^ (4,44 g, 13.0 
mmol) to 2.18 g of 2,6,7-trimethyl-l-[2-(pyridin-4-yhnethoxy)ethyl]-li?-imidazo[^^^ 
c]pyridm-4-amine, which was obtained as a white solid, mp 208-210 ^C. 



Example 110 



15 




Parts 
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NMR (300 MHz, DMSO) 6 8.45 (m, 2H), 7.11 (d, J= 6.2 Hz, 2H), 5.64 (s, 2H), 4.50 
(t, J= 5,6 Hz, 2H), 4.48 (s, 2H), 3.77 (t, J= 5.3 Hz, 2H), 2.50 (s, 3H), 2.33 (s, 3H), 2.29 
(s, 3H); MS (APCI) m/z 312 (M +H)'"; 

Anal. Calcd for C17H21N5O: C, 65.57; H, 6.80; N, 22.49; Found: C, 65.60; H, 6.84; N, 
5 22.57. 

Example 111 

2-(Ethoxymethyl)-6,7-dimethyl--l - {2-[(3-pyrimidin-5-ylprop-2-ynyl)oxy]e11iyl}-lH- 

imidazo[4,5-c]pyridin-4-ainme 




Part A 

Using a modiJBcation of the method described in Part A of Example 85, 2-(2- 
chloro-5,6-dimethyl-3-mtropyridin-4-ylamino)ethanol was prepared, Ethanolamine was 
used in lieu of 5-aimno-l -pentanol, and the reaction was heated at 60 "^C for six hours. 
15 PartB 

Pyridine (1.0 mL, 12 mmol) and 4-dimethylaminopyridine (DMAP) (0.005 g, 0.04 
tnmol) was added to a solution of 2-(2-cUoro-5,6-dimethyl-3-nitropyridin-4- 
ylamiao)efhanol (0.50 g, 2.0 mmol) in anhydrous dichloromefhane (4.5 mL). Under a 
nitrogen atmosphere, acetic anhydride (0.8 mL, 8 nomol) was added, and the yellow 

20 solution was stirred at room temperature for 1.3 hours. The volatiles were removed under 
reduced pressure, and the residual yellow oil was dissolved in dichloromethane. The 
solution was washed with aqueous sodium bicarbonate, water, and brine, and then dried 
over sodium sulfate, filtered, and concentrated under reduced pressure to provide 0.55 g of 
acetic add 2-(2-chloro-5,6-dimefhyl-3-nitropyridin-4-*ylamino)ethyl est^ as a yellow 

25 solid. 
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Parte 

A modification of the metiiod of Part A of Example 92 was used to convert acetic 
acid 2-(2-cUoro-5,6-dimethyl-3-mtrop)Tidin-4-ylamiao)e1^^^ ester (8.02 g, 27.9 mmol) to 
acetic acid 2-(5,6Hiimethyl-8-mtrotetrazolo[l,5-a]pyridm-7-ylamm ester. A 3:1 
S acetonitrilerwater mixture was used as the solvent, and the reaction was heated at reflux 
for 21 hours. The crude product was obtaiaed as an oil, which was triturated with diethyl 
ether, isolated by filtration, and washed with water and diethyl ether to provide 7.3 g of the 
desired product. 
PartD 

10 The procedxure described in Part F of Example 80 was used to convCTt acetic acid 

2-(5,6-dimethyl-8-nitrotetraazolo[l,5-fl]p)ddin-7-ylamino)ethyl ester (6.18 g, 21.0 mmol) 
to 5.20 g of acetic acid 2<8-amino-5,6-dimethyltetrazolo[l,5-a]pyridin-7-ylamino)ethyl 
ester, which was obtained as a tan solid. 
PartE 

15 The method described in Part E of Example 82 was used to convert acetic acid 2- 

(8-amino-5,6-dimethyltetrazolo[l,5-a]pyridin-7-ylamino)ethyl ester (5.20 g, 19.7 mmol) 
to 6.10 g of acetic acid 2-(8-ethoxymethyl-5,6-dimethyl-7&imidazo[4,5-c]tetrazolo[l^ 
a]pyridia-7-yl)ethyl ester, which was obtaiaed as a tan solid. 
PartF 

20 A mixture of 2-(8-efhoxymeayl-5,6Hiimefhyl-7if-imidazo[4,5-c]tet^ 

a]pyridin-7-yl)ethyl ester (6.10 g, 18.4 mmol) and methanol (60 mL) was stirred and 
heated to 70 °C. Potassium carbonate (1.90 g, 13.8 mmol) was added to the resulting 
solution, and the reaction was stirred at 70 for IS minutes then allowed to cool to room 
tenocperature. The volatiles were removed under reduced pressure, and the residue was 

25 dissolved in 9: 1 dichloromethane:methanol and filtered through a layer of silica gel (S3 g). 
The volatiles were removed under reduced pressure to provide 4.98 g of 2-(8- 
ethox3raethyl-5,6-dimethyl-7ff-imidazo[4,5-c]tetrazolo[l,5-fl]pyri^^ as a 

solid containing some minor impurities. 
PartG 

30 The method described in Part A of Example 8 1 was followed. 2-(8-Ethoxymethyl- 

5,6-dimethyl-7Jy-imidazo[4,5-c]tetrazolo[l,5-fl]pyridin-7-yl)ethanol (4.98 g, 16.8 mmol) 
was used in lieu fer/-butyl 2-hydroxyethylcarbamate. 8-Ethoxymethyl-5,6-dimethyl-7-(2- 
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prop-2-ynyloxyethyl>7i7-imidazo[4,5-c]tet^^ (5.5 g), containing some 

minor impurities, was obtained as a white solid. 

PartH 

The method described in Part B of Example 81 was followed. 8-Ethoxymethyl- 
5 5,6-dimethyl-7-(2-prop-2-)^yloxyethyl)-7ir-iinidazo[4,5-^^^ (5.5 g, 

17 mmol) was used as the starting material in lieu oftert-hutyl 2-^rop-2- 
ynyloxy)ethylcarbamate, and 5-bromopyrimidine was used in lieu of 3-bromopyridine. 
The crude product was purified by coluimi chromatography on silica gel (620 g, eluting 
with 98:2 dichloromethane:methanol), and the resulting solid was mixed with 2-propanol 
10 (150 mL). Insoluble impurities were removed by filtration, and the solution was 

concentrated to a volume of 20 n:iL. The product crystallized and was isolated by filtration 
and washed with 2-propanol and diethyl ether to provide 6.10 g of 8-ethoxyaiethyl-5,6- 
drDiethyl-7-[2-(3-pyrinaidin-5-ylprop-2-yQyloxy)ethyl]-7i^^ 
a]pyridine as white crystals. 
15 Parti 

The method described in Part D of Example 109 was used with the following 

modification. The reaction was carried out in refluxing toluene, and 8-ethoxymethyl-5,6- 

dimethyl-7-[2-(3-pyrimidin-5-ylpn)p-2-ynyloxy)ethyl]-7if-inMd 

fl]pyridine (6.20 g, 15.3 nmnol) was used in lieu of 8-efhoxy-5,6-dimethyl-7-[2-(pyridin-4- 
20 yhnethoxy)ethyl]-7JT-imidazo[4,5-c]tetrazolo[l,5-a]pyridine. The crude product was 

purified by column chromatography on silica gel (200 g, eluting with 95:5 

dichloiomethanemefiianol) to provide 0.852 g of 2-(ethoxymethyl)-6,7-dimethyH-{2-[(3- 

pyrimidin-5-ylprop-2-ynyl)oxy]ethyl}-lH-imidazo[4,5-<;]p^ as a white 

powder, nq) 122-124 **C. 
25 NMR (300 MHz, DMSO) 5 9.18 (s, IH), 8.83 (s, 2H), 6.05 (s, 2H), 4.70 (s, 2H), 4.61 

(t, J= 5.6 Hz, 2H), 4.44 (s, 2H), 3.90 (t, J= 5.6 Hz, 2H), 3.50 (q, / = 6.9 Hz, 2H), 2.40 (s, 

3H), 2.30 (s, 3H), 1.12 (t, 7.2 Hz, 3H); 

MS (APCI) m/z 381 (M + Jlf; 

Anal. Calcd for C20H24N6O2: C, 63.14; H, 6.36; N, 22.09; Found: C, 62.84; H, 6,37; N, 
30 22.12, 
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Example 112 
2-(Ethox3anethyl)-6J-dimethyl-l-[2-(3-pyr^ 

c]pyridin-4-ainine 



ylprop-2-ynyl)oxy]e1iiyl}-liy-iniidazo[4,5-c]pyridm-4^ (0.69 g, 1.8 mmmol), 
prepared as described in Example 111, 10% palladium on carbon (O.I g), and methanol 
(10 mL) were added to a Parr vessel. The vessel was placed imder hydrogen pressure (50 
psi, 3.4 X 10^ Pa) for 2.5 hours. The reaction mixture was filtered through a layer of 

10 CELTTE filter aid, and the filter cake was rinsed with methanol (200 mL). The filtrate was 
concentrated imder reduced pressure to yield an oil, which was triturated with diethyl ether 
then recrystallized &om toluene (3 mL). The crystals were dried for 24 hours at 94 ^'C and 
then dissolved in methanol. The solution was concentrated to provide an oil that was 
triturated with diethyl ether and dried under reduced pressure to provide 0.202 g of 2- 

15 (ethoxymethyl)-^,7-dimethyl-l-[2-(3-p)dmidin-5-ylpropoxy)ethy^ 
c]pyridin-4-amme as a white powder, mp 127-129 ^'C. 

NMR (300 MHz, DMSO) 8 9.00 (s, IH), 8.54 (s, 2H), 5.79 (s, 2H), 4.69 (s, 2H), 4.54 
(t, J= 5.6 Hz, 2H), 3.70 (t, /= 5.6 Hz, 2H), 3.5 (q, J= 7.1 Hz, 2H), 3.33 (t, J= 6.2 Hz, 
2H), 2.47 (t, /= 8.1 Hz, 2H), 2.39 (s, 3H), 2.31 (s, 3H), 1.74 (p, 7= 7.5, 6.2 Hz, 2H), 131 

20 (t,J=6.9Hz,3H); 

MS (APCI) 7w/z 385 (M + H)^; 

Anal. Calcd for C20H28N6O2: C, 62.48; H, 7.34; N, 21.86; Found: C, 62.20; H, 7.34; N, 
21.58. 




NH. 



5 



Under a nitrogen purge, 2-(ethoxymethyl)-6,7-dimethyl-l-{2-[(3-pyriinidin-5- 
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Example 113 
JV- {2-[2-<4-Amino-7-bromo-2-piopyl- 
lff-imidazo[4,5-c]pyridin-l-yl)ethoxy]ethyl}meti^ 




Solid potassium acetate (0.62 g, 6.32 mmol) was added to a solution of #-{2-[2-(4- 
amino-2-piopyl-lJ?-i]mdazo[4,S-c]pyridin-l-'}d)et^^ (1.8 g, 

5.27 mmol) in acetic acid (32 mL). After the potassium acetate had dissolved bromine 

10 (1.26 g, 7.91 mmol) was added diopwise. The reaction was stirred at ambient temperature 
for 40 minutes at which time analysis by thin layer chromatography indicated that the 
reaction was complete. Excess bromine was quenched by the addition of saturated 
aqueous sodium bisulfite (r 1 mL). The pH of the reaction mixture was adjusted to pH 7 
by the addition of saturated aqueous sodium bicarbonate (100 mL) followed by the 

IS addition of solid sodium bicarbonate. The reaction mixture was extracted with 

dichloromethane (2 x 100 mL). The combined extracts were washed sequentially with 
water, saturated aqueous sodium bicarbonate (100 mL) and brine (100 mL), dried over 
sodium sulfate, filtered and then concentrated under reduced pressure to provide a brown 
gooey solid. This material was purified by chromatography (silica gel eluting with 95:5 

20 dichloromethanemethanol) to provide 1 .7 g ofN- {2-[2-(4-amino-7-bromo-2-propyH//'- 
iniidazo[4,5-clpyridia-l-yl)ethoxy]ethyl}methanesulfonamide as a white waxy solid, mp 
129-131 °C. 

^HNMR (300 MHz, DMSO-^f^) 87.68 (s, IH), 7.00 (t, /= 6,0 Hz, IH), 6.21 (bs, 2H), 4.55 
(t, y = 5.7 Hz, 2H), 3.75 (t, /= 5.7 Hz, 2H), 3.42 (t, J= 5.7 Hz, 2H), 3.03 (q, J= 5.9 Hz, 
25 2H), 2.86 (t, J= 7.5 Hz, 2H), 2.84 (s, 3H), 1.81 (sextet, J= 7.5 Hz, 2H), 1.01 (t, 7.5 
Hz, 3H); MS (APCl) m/z 420/422 (M + H)""; 

Anal. Calcd for Ci4H22BrN503S: C, 40.01; H, 5.28: N, 16.66. Found: C, 39.66; H, 4.95; 
N, 16.29, 
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Example 114 

l-[2.(2-Aimnoe1hoxy)ethyl]-7-bromo-2-propyl-l/?-M 




o 



5 PartA 



Using the general method of Example 113, tert-hutyl 2-[2-(4-amino-2-propyl-l/r- 
mu(iazo[4,S-c]pyridin-l-yl)ethoxy]e1hylcaibamate (0.9 g, 2.48 mmol) was brominated to 
provide 0.85 g of terf-butyl 2-[2-(4-anrino-7-bromo-2-propyl-lJy-iinidazo[4,5'<r]^ 
yl)ethoxy]ethylcarbainate as a brown foam. 



Hydrochloric acid (1.8 mL of 4.2S M in etfaanol) was added to a solution of the 
material from Part A in ethanol (10 mL). The reaction was heated at reflux for 1 hour and 
then concentrated under reduced pressure to provide a brown foam. The foam was 
recrystallized from ethyl acetate (13 mL) to provide 0.4 g of l-[2-(2-aminoethoxy)ethyl]- 
15 7-bromo-2-propyl-lif-iiiudazo[4,5-c]pyridin-4-amine as brown rock-needles, mp 1 14 - 



117°C. 

Anal. Calcd for CisHjoBrNsO: C, 45.62; H, 5.89; N, 20.46. Found: C, 45.90; H, 5.58; N, 
20.15. 



10 PartB 



20 



Example 115 
iV- {2-[2-(4-Amino-7-bromo-2-propyl- 
lf)r-iinidazo[4,5-c]pyridin-l-yl)ethoxy]ethyl}'4-cWorobe^ 




25 
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Triethylamine (0.07 g, 0.66 mmol) was added to a solution of l'[2'(2' 
aimnoetiioxy)ethyl]-7-bromo-2-propyl-lii^^ (0.15 g, 0.44 

mmol) in dichlotomethane ( 2 mL). 4-Chlorobenzoyl chloride (0.09 g, 0.53 mmol) was 
added dropwise to the reaction mixture. The reaction mixture was stirred at ambient 

5 teixq>erature for 1 0 noinutes at which time analysis by thin layer chromatography indicated 
that tfie reaction was complete. The reaction mixture was partitioned between 
dichlotomethane (30 mL) and saturated aqueous sodium bicarbonate (20 mL). The layers 
were separated. The organic layer was washed sequentially with saturated aqueous 
ammonium chloride (20 mL) and brine (20 mL), dried over sodium sulfate, filtered and 

10 then concentrated under reduced pressure to provide 0.23 g of a clear, glassy solid. The 
crude material was purified by chromatography (silica gel elutmg with 95:5 
dichloromethanemethanol) to provide 0.05 g of iV-{2-[2-(4-amino-7-bromo-2-propyl-lfl- 
iimdazo[4,5-c]pyridin-l-yl)ethoxy]ethyl}-4-chlorobenzamide as a white amorphous solid. 
^fMR (300 MHz, DMSO-rf^) 8 8.46 (t, J= 5.6 Hz, IH), 7.80 (d, J= 8.7 Hz, 2H), 7.66 



15 (s, IH) 7.53 (d, J= 8.7 Hz, 2H) 6.21 (bs, 2H), 4.55 (t, 5.7 Hz, 2H), 3.75 (t, 7= 5.7 Hz, 
2H), 3.42 (t,y= 5.7 Hz, 2H), 3.03 (q, J= 5.9 Hz, 2H), 2.86 (t, 7 = 7.5 Hz, 2H), 2.84 (s, 
- 3H), 1.81 (sextet, 7.5 Hz, 2H), 1.01 (t, J= 7.5 Hz, 3H); 
MS (APCI) m/z 480/482 (M + H)""; 

Anal. Calcd for C2aH23BrClN502 • 0.25 H2O: C, 49.50; H, 4.88: N, 14.43. Found: C, 
20 49.43; H, 4.81; N, 14.13. 



Cyclohexyl isocyanate (0.09 g, 0.69 mmol) was added dropwise to a suspmsion of 
l-[2-(2-aminoethoxy)ethyl]-7-bromo-2-propyl-l£r-umda20[4,5-c]py^ 
g, 0.63 mmol) in dichloromethane ( 3.5 mL). The reaction mixture became homogeneous 



Example 116 
iV'-{2-[2-(4-Amino-7-bromo-2-propyl- 
liy-imidazo[4,5H:]pyridin-l-yl)ethoxy]ethyl}-iV'-cyclohexyl^ 




NHj 



25 
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for a short time and fhm a precipitate formed. The precipitate was isolated by filtration 
and washed witii dichloromethane to provide 0.23 g of a beige powder, which was 
recrystallized from ethanol (1.5 mL) to provide 0.06 g of JV^{2-[2-(4-amino-7-hK)mo-2- 
propyl-lff-inaidazo[4,5-c]pyridin-l-yl)ethoxy]efhyl}-iV'^ as white needles, 

5 mp 185-186 

NMR (300 MHz, DMSO-£?tf) 8 7.67 (s, IH), 6.20 (bs, 2H), 5.78 (d, 7.5 Hz, IH) 
5.65 (t, J= 5.3 Hz, IH) 4.53 (t, J= 5.7 Hz, 2H), 3.73 (t, J= 5.7 Hz, 2H), 3.33 (t, 7= 5.9 
Hz, 2H), 3.07 (q, J= 5.9 Hz, 2H), 2.85 (t, /= 7.5 Hz, 2H), 1.81 (sextet, J= 7.5 Hz, 2H), 
1.734.69 (m, 2H), 1.64-1.60 (m, 2H), 1.53-1.49 (m, 2H), 1.26-1.06 (m, 4H) 1.00 (t, J= 
10 7.5Hz,3H); 

MS (APCI) m/z 467/469 (M + H)"". 

Anal. Calcd for C2oH3iBrN602: C, 51.39; H, 6.68: N, 17.98. Found: C, 51.35; H, 6.73; N, 
18.05. 

15 Example 117 

iV- {2-[2-(4-Aniino-7-hex-l-ynyl-2-propyl- 
l/f-imidazo[4,5-c]pyridin-l-yl)ethoxy]ethyl}methanesidfoii^ 




20 Dichlorobis(triphenylphosphine)palladiiim(II) (0.25 g, 0.36 mmol) and copper (I) 

iodide (0.14 g, 0.71 mmol) were added to a suspension containing //-{2-[2-(4-amino-7- 
bromo-2-propyl-li^in[udazo[4,5-c]pyridin-l-yl)ethoxy]ethyl}methanesi^^ g, 
3.57 mmol), triethylamine (2 mL, 14 mmol), hexyne (1.23 mL, 10.7 mmol) and 
acetonitrile (18 mL). The reaction was heated to reflux and the progress was monitored by 

25 high performance liquid cbromatogn^hy. After 2.5 hours hexyne (1 eq.), 

dichlorobis(triphenylphosphine)palladium(II) (0.1 eq) and copper (I) iodide {02 eq) were 
added. After an additional hour dichloiobis(triphenylpho&fphine)palladium(II) (0.1 eq) and 
copper (I) iodide (0.2 eq) were added. After a total reaction time of 5.5 hr the reaction 
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mixtuie was allowed to cool to ambient temperature and then it was concentrated under 
reduced pressure to provide a dark oil. The oil was partitioned between dichloromefhane 
(200 mL) and saturated aqueous anmoionimn chloride (100 mL). The organic layer was 
separated, washed with brine (100 inL)» dried over sodium sulfate, filtered and then 

S concentrated under reduced pressure to provide a dark sludge. This material was purified 
by chromatography (silica gel etuting with 95:5 dichloromethane:methanol) to provide 1.0 
g of a brown oil which was found to be a 85: 15 mixture of product and starting material. 
The oil was combined with triethylamine (1.5 eq), hexyne (1 eq.), acetonitrile (5 mL), 
dichlorobis(triphenylphosphine)palladium(II) (0.1 eq), and copper (I) iodide (0.2 eq) and 

10 then heated at reflux for 2 hr. The reaction mixture was allowed to cool to ambient 
temperature and llien stirred for 20 hr. The reaction mixture was concentrated under 
reduced pressure to provide a dark oil. The oil was purified by chromatography (silica gel 
elutmg with 95:5 dichloromethane:methanol) to provide iV-{2-[2-(4-amino-7-hex-l-ynyl- 
2-propyl- 

15 l/f-imidazo[4,5-c]pyridin-l-yl)e1hoxy]etibiyl}methanesulfonamid as a colorless oil. 

NMR (300 MHz, DMSO-^/d) 5 7.68 (bs, IH), 6.99 (t, 7= 6.0 Hz, IH), 6.30 (bs, 2H), 
. 4.55 (t, •/= 5.7 Hz, 2H), 3.74 (t, J= 5.7 Hz, 2H), 3,41 (t, 7= 5.7 Hz, 2H), 3.03 (q, J= 5.9 
Hz, 2H), 2.86-2.81 (m, 5H), 2.46 (m, 2H), 1.83 (sextet, J- 7.5 Hz, 2H), 1.59-1.40 (m, 
4H), 1.00 (t, 7.5 Hz, 3H), 0.93 (t, 7.2 Hz, 3H); 
20 MS (APCI) m/z 422 (M + H)^ 

ExanrplellS 
JV- {2-[2-(4-Amino-7-hexyl-2-propyl- 
lJ?-uxudazo[4,5-c]pyridin-l-yl)ethoxy]e&yl}methanesulfonamide 




Solid palladium on carbon (0.5 g of 10%) was added to a Parr vessel and then 
wetted with isopropanol (1 mL). iV-{2-[2-(4-Annno-7-hex--l-ynyl-2-propyl-l/F- 
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iimdazo[4,5-c]p)ddm4-yl)etiioxy]ethyl}me^ H.5 g) was added to tiie 

vessel followed by ttie addition of methanol (-10 mL). The vessel was placed on a shaker 
and placed under hydrogen pressure (50 psi, 3.4 X 10^ Pa). After 20 hours the reaction 
mixture was filtered through a layer of CEUTE filter agent to remove the catalyst and the 

5 filter cake was washed with methanol (-100 mL). The filtrate was concentrated mider 
reduced pressure. The residue was purified by chromatography (silica gel eluting with 
95:5 dichioromethanemethanol) to provide iV-{2-[2-(4-araino-7--hexyl--2--propyl-li?- 
urddazo[4,5-c]pyridin-l-yl)ethoxy]ethyl}methanesulfonamide as a clear oil. 

NMR (300 MHz, DMSO-c/^) 5 7.38 (s, IH), 6.97 (t, J= 6.0 Hz, IH), 6.00 (bs, 2H), 

10 4.35 (t, J= 5.7 Hz, 2H), 3.68 (t, J= 5.7 Hz, 2H), 3.37 (m, 2H), 3.00 (q, 5.9 Hz, 2H), 
2.84 (t, 7= 7.5 Hz, 2H), 2.82 (s, 3H), 2.72 (t, J= 7.5 Hz, 2H), 1.81 (sextet, J= 7.5 Hz, 
2H), 1.55-1.50 (m, 2H), 1.37-1.28 (m, 2H), 1.01 (t, J= 7.5 Hz, 3H), 0.89-0.84 (m, 3H); 
MS (APCI) m/z 426 (M + H)''. 

15 Example 119 

4-[3-(4-Amino-6,7-dimetiiyl-2-propyl-li^imidazo[4,5-c]^ 

sulfonyl]-7/-butylbenzaniide 



20 modifications. To one-third of the crude solution of 4-[3-(5,6-dimethyl-8-propyl-7fl'- 
imidazo[4,5-c]tetrazolo[l,5-fl]pyridin-7-yl)propane-l-sulfonyl]benzoyl chloride m 
dichloromethane, described in Part B of Example 101, was added butylamine (0.49 mL, 
4.9 mmol) in lieu of morpholine, and the reaction was stirred overnight. Additional 
butylamine (0.5 mL) was added, and the reaction was stirred for two hours. 

25 Dichloromethane (100 mL) was added to the reaction mixture, and tiie resulting solution 
was washed with saturated aqueous sodium carbonate (3 x 25 mL), water (3 x 25 mL), 
10% by volume acetic acid m water (3 x 30 mL), and water (30 mL), dried over sodium 




The general methods described in Example 101 were followed with the following 
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sulfete, filtered, and concentrated under reduced pressure. The crude product was dried 
for three hours in a vacuum oven at 100 "C and then triturated witti efliyl acetate to 
provide a solid that was isolated by filtration and dried for three hours in a vacuum oven at 
90 "C. 7^.Butyl-4-[3-(5,6-dime&yl-8-propyl-7H-imidazo[4,5-c]tetra2olo[l,5-a]pyridin-7- 
yl)propane-l-sulfonyl]benzamide (830 mg, 1.62 mmol) was treated as described in Part C 
of Example 101 . The crude product was purified by column chromatogr^hy on silica gel 
(eluting sequentially with chloroform and 90:10 chlorofonnanethanol) to provide the 
product as an oil, which was recrystallized from ethyl acetate:hexane with a few drops of 
methanol to yield crystals. The crystals were isolated by filtration, washed with hexanes, 
and dried in a vacuum oven at 80 "C to provide 0.18 g of 4-[3-(4-amino-6,7-dimethyl-2- 
propyl-liy-inudazo[4,5-c]pyridin-l-yl)propane-l-sulfonyl]-A^-butyIbenzam^ as a white 

powder, mp 147.0-149.0 °C. 

*HNMR (300 MHz, CDCI3) 8 7.83-7.75 (m, 4H), 6.71-6.63 (m, IH), 4.83 (br s, 2H), 4.35 
(dd, J= 7.2, 7.2, 2H). 3.50 (quart, J= 7.2, 2H), 3.05 (d4 J= 7.5, 7.5, 2H), 2.74 (dd, /= 
7.7, 7.7, 2H), 2.35 (s, 3H), 2.28 (s, 3H), 2.13 (quint, J= 7.4, 2H), 1.84 (sextet,/= 7.6, 
2H), 1.73-1.62 (m, 2H), 1.46 (sextet, 7= 7.3, 2H), 1.05 (t, J= 7.3, 3H), 0.99 (t, 7.3, 
3H); 

MS (APCl) m/z 486 (M + H)*; 

Anal. Calcd for C25H35NAS: C, 61.83; H, 7.264; N, 14.42; Found: C, 61.50; H, 7.2; N, 
14,06. 

Example 120 

4-[3-(4-Amino-6,7-dimethyl-2-propyl-lfl-iinidazo[4,5-c]pyridin-l-yl)propane-l- 
sulfonyl]-Ar-butyl-Ar-methyIbenzamide 



O 

The general methods described in Example 101 were used with the foUowing 
modifications. To one-third of the crude solution of 4-[3-(5,6-dimethyl-8-prDp5d-7/f- 
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iimdazo[4,5-c]tetrazolo[l,5-fl]pyiidm-7-yl)propane chloride in 

dichloromethane, described in Part B of Example 101, was added iV-methyl butylamine 
(0.583 mL, 4.92 mmol) in Heu of moipholine, and the reaction was stirred overnight. 
Additional iV^methyl butylamine (0.5 mL) was added, and the reaction was sthred for two 

5 hours. The crude product was recrystallized from ethyl acetateihexane, and the crystals 
were dried for three hours in a vacuum oven at 90 °C. A/'-Butyl-4-[3-(5,6-dimethyl-8- 
propyl-7jff"inudazo[4,5-c]tetrazolo[l,5-a]pyridin-7-yl)propane-l-sii^^ 
benzamide (770 mg, 1.46 nunol) was treated as described in Part C of Example 101, The 
crude product was recrystallized from ethyl acetaterhexane with a couple drops of 

10 methanol to provide crystals, which were isolated by filtration, washed with hexane, and 
dried for four hours under high vacuum at 50 °C to provide 0.56 g of 4-[3-(4-amino-6,7- 
dimethyl-2-propyl-lfl'-imidazo[4,5-c]pyridin-l-yl)propane-l-sulfonyl]-^^ 
methylbenzamide as a white powder, nip 127.0-129.0 ''C. NMR (300 MHz, CDCI3) 5 
7.95 (d, J= 8.4, 2H), 7.58 (d, J= 8.4, 2H), 4.92 (br s, 2H), 4.42 (dd, J = 7.8, 7.8, 2H), 3.55 

15 (dd, J= 7.8, 7.8, IH), 3.21 - 3.05 (m, 4.5 H), 2.90 (s, 1.5 H), 2.77 (dd, J= 7.7, 7.7, 2H), 

2.43 (s, 3H), 2.39 (s, 3H), 2.23 (quint, /= 7.6, 2H), 1.93-1.36 (m, 5H), 1.15 (quart, J= 7.5, 
- IH), 1.07 (t, J= 7.4, 3H), 0.99 (t, 7=7.0, 1.5H), 0.81 (t, /= 7.4, 1.5H); 
MS (APCl) m/z 500 (M + H)"^; 

Anal. Calcd for C26H37N5O3S: C, 62.50; H, 7.464; N, 14.02; Found: C, 6226; H, 7.78; N, 
20 13.87. 

Example 121 

l-[2-(2-Aininoethoxy)ethyl]-6-cMoro-7-methyl-2-propyl-l/f-un^ 

amine. 



25 




Part A 
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Under a nitrogen atmosphere, propanenitrile (120 mL, 1.7 nunol) was added 
dropwise to malonyl dichloride (100 g, 0.709 mmol), and the reaction was stirred for 24 
hours at room tempmture during which time a precipitate formed. Dioxane (300 mL) 
was added to the reaction mixture, and Ihe precipitate was isolated by filtration and 
5 washed with dioxane (100 mL) to provide a tan solid. The solid was dissolved in a 
mixture of dioxane (75 mL) and methanol (30 mL) with heating. The methanol was 
removed under reduced pressure, and a white precipitate formed, which was isolated by 
filtration and washed with dioxane. The solid was dried overnight in a vacuum oven at 80 
to provide 13.0 g of 6-chloro-4-hydroxy-5-methylpyridin-2(lfl)-one hydrochloride 
10 hydrate as a white solid. 
Parts 

A solution of 6-chloro-4-hydroxy-5-methylpyridin-2(l//)-one hydrochloride 
hydrate (67.0 g, 0.313 mmol) in concentrated sulfimc acid (335 mL) was cooled to ~0 °C; 
nitric acid (19.6 mL of 16 M) was added dropwise over a period often minutes. The 
15 reaction was stirred for 20 minutes and then poured slowly into 2.5 L of ice water. A 
yellow precipitate formed, which was isolated by filtration and dried overnight in a 
vacuum oven at 60 ®C to provide 39.7 g of 6-chloro-4-hydroxy-5-methyl-3-nitropyridin- 
2(123)-one as a yellow solid. 
Parte 

20 A solution of 6-chloro-4-hydroxy-5-methyl-3-mtropyridin-2(l/0-one (10.9 g, 53.4 

nunol) in dichloromethane (380 mL) was cooled to 0 **C. Trietiiylamine (22.3 mL, 160 
mmol) was added, and the solution was stirred for ten minutes. Trifluoromethanesulfonic 
anhydride (18.0 mL, 107 mmol) was then added dropwise over a period of five minutes, 
and the solution was stirred for 1.5 hours at 0 °C. A solution of tert-hntyl 2-(2- 

25 aminoethoxy)ethylcarbamate (12.0 g, 58.8 mmol), prepared as described in Parts A 

through D of Example 102, in a small amount of dichloromethane was then added over a 
period of five minutes, and the reaction was allowed to warm to room temperature slowly 
and stirred overnight The solution was then washed with water (2 x 150 mL) and brine 
(150 mL), dried over magnesium sulfate, filtered, and concentrated under reduced 

30 pressure. The residue was purified by column chrontiatogr^hy on silica gel (elutmg 

sequentially with 80:20 hexanes:ethyl acetate and 50:50 hexanes:ethyl acetate) to provide 
a yellow oil, which was dissolved in diethyl ether and concentrated under reduced pressure 
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to provide 16.5 g of trifluoiomethaaesulfomc acid 4-[(2-{2-[(terf- 

butoxycarbonyl)ainino]ethoxy}ethyl)ainino]-6-cU 

as a solid. 

PartD 

A solution of trifluoromellianesulfomc acid 4-[(2-{2-[(tert- 
butoxycarbonyl)amino]ethoxy}ethyl)amino]-6-cMoro-5-methyl-3-mt^^ 
(14.3 g, 27.4 mmol), bis(4-inethoxybenzyl)amine (7.00 g, 27.4 mmol), and triethylamine 
(3.82 mL, 27.4 mmol) in toluene (250 mL) was heated at 90 °C for two hours and then 
allowed to cool to room temperature overnight Diethyl ether (300 mL) was added, and 
the solution was washed with water (200 mL) and brine (200 mL), dried over magnesium 
sulfate, filtered, and concentrated under reduced pressure. The residue was purified twice 
by column chromatography on silica gel (eluting sequentially with 80:20 hexanesrethyl 
acetate and 70:30 hexanes:ethyl acetate) to provide 8.73 g of {2-[2-(2-[bis{4- 
methoxybenzyl} aniino]-6"Chloro-5-methyl-3-mtropyridin-4- 
ylam]no)ethoxy]ethyl}carbaiDic acid tertAmtyl ester. 
PartE 

Under a nitrogen atmosphere, sodium borohydride (0.76 g, 20.0 mmol) was added 
in two portions to a solution of nickel (II) chloride hydrate (1 .57 g, 6.62 mmol) in 
methanol (160 mL), and the mixture was stixred at room tmperature for 15 minutes. A 
solution of {2-[2-(2-I>is{4-methoxyben2yl}amino]-6K5Moro-5-methyl-3-^ 
ylamino)ethoxy]etiiyl}caibamic acid tertAmtyl ester (8.37 g, 13.3 mmol) in methanol (10 
mL) and dichloiomethane (1 0 mL) was then added, and the addition funnel was rinsed 
with a mixture of metiianol (10 mL) and dichloromethane (10 mL). The reaction was 
stirred for two hours, during which time additional sodium borohydride was added three 
times (0.5 g, 0.5, g and 1.0 g). Water (200 mL) was then added, and the methanol was 
removed under reduced pressure. The remaining solution was extracted with diethyl ether 
(700 mL, 300 mL), and the combined extracts were washed with water (200 mL) and brine 
(200 mL), dried over magnesium sulfate, filtered, and concentrated under reduced pressure 
to product the crude product contaminated with water. Toluene (300 mL) was added and 
then removed by distillation to provide [2-(2-{3-amino-2-[bis-(4-methoxybenzyl)amino]- 
6-chloro-5-methylpyridin-4-ylamino}ethoxy)ethyl]carbamic acid /crt-butyl ester, which 
was used m Part F without fiirther purification. 
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PartF 

The material from Part E was treated using the general method described in Part E 
of Example 85 with the foUowmg modification. Pyridinium p-toluenesulfonate (0.1 
equivalent) was used in lieu of pyridine hydrochloride. The crude product was purified by 

5 column chromatography on silica gel (eluting sequentially with 80:20 hexanes:ethyl 
acetate and 70:30 hexanes:ethyl acetate) to provide 5 g of [2-(2-{4-[bis-(4- 
methoxybenzyl)amino]-6-chloro-7-methyl-2-propyl-li?-imidazo[4,5-c^^ 
yl}ethoxy)ethyl]carbamic acid tert-hutyl ester, which was dissolved in dichloromethane 
and concentrated under reduced pressure several times. 

10 Parte 

Trifluoroacetic acid (40 mL) was added to [2-(2- {4-[bis-(4- 
methoxybenzyl)aniino]-6-chloro-7-methyl-2-propyl-li?-inridazo[4,5-c]py^ 
yl}ethoxy)ethyl]carbamic acid rert-butyl ester (1 g, 1.5 mmol). The reaction was swirled 
imtil it became homogeneous and was allowed to stand at room temperature overnight. 

15 The reaction was concentrated under reduced pressure, and dichloromethane was added 
and removed under reduced pressure (5 x 40 mL) to provide a white solid. The solid was 
triturated in chloroform, isolated by filtration, and dried under reduced pressure with 
heating. The solid was dissolved in concentrated hydrochloric acid (5 mL) and stirred for 
three hours. Aqueous sodium hydroxide was then added. Awhite solid formed, which 

20 was isolated by filtration, washed with water and diethyl eth^, and dried for five hours 
under high vacuum at 70 ^'C to provide 0.144 g of l-[2-(2-aminoethoxy)ethyl]-6-chloro-7- 
methylr2-propyl-lif-iniidazo[4,5-^]pyridin4-amine as a white solid, mp 158.0-161 .0 °C. 
^HNMR (300 MHz, DMSO-d^s) 6 6.15 (br s, 2H), 4.43 (t, J= 5.4, 2H), 3.67 (t, •/= 5.3, 
2H), 3.27 (t, /= 5.7, 2H), 2.84-2.79 (m, 2H), 2.54 (t, J= 5.7, 2H), 2.47 (s, 3H), 1.86-1.74 

25 (m, 2H), 1.19 (br s, 2H), 1.00 (t, J= 7.3, 3H); 
MS (APCI) m/z 312 (M + Hf; 

HRMS (ESI) calcd for C14H22N5OCI + H 312.1591, found 312.1588; 

Anal, calcd for Ci4H22N5OCl«0.2H2O: C, 53.31; H, 7.16; 22.20. Found: C, 53.34; H, 

7.23; N, 22.02. 
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Example 122 
2-Ethoxyme&yl-6J-<limetiiyl4-{2-[(3-phe^^^ 

c]pyridm-4-aimne 




5 Part A 

The general methods described in Parts A and B of Example 111 were used to 
prepare acetic acid 2-[(2-cUoro-5,6-dimethyl-3-mtropyridin-4--yl)amino]ethyl ester. 
Using the general method described in Part A of Example 92, acetic acid 2-[(2-chloro-5,6- 
dimethyl-3-mtropyridin-4-yl)amino]ethyl ester (64.0 g, 0.222 romol) was converted to 
10 acetic acid 2-[(5,6-dimethyl-8-mtrotetrazolo[l,5-a]pyridin-7-yl)ainino]ethyl ester. The 
crude product was triturated with diethyl ether and isolated by filtration to provide 60.0 g 
of the desired product as a yellow solid. 
PartB 

A Parr vessel was charged with acetic acid 2-[(5,6-dimethyl-8-nitrotetrazolo[l,5- 
15 fl]pyridin-7-yl)amino]efliyl ester (50.0 g, 170 mmol), 5% platinum on carbon (5,00 g), 
toluene (600 mL), and 2-propanol (50 mL) and purged with nitrogen. The vessel was then 
placed under hydrogen pressure (20 psi, ) for 20 hours at room tCToperature. The reaction 
mixture was filtered through a layer of CEUTE filter aid, and the filter cake was washed 
with 90:10 dichloromethane:methanol. The filtrate was concentrated mder reduced 
20 pressure to provide a dark gray solid, which was triturated with diethyl ethar, isolated by 
filtration, and dried to provide 41.0 g of acetic acid 2-[(8-amino-5,6-dimethyltettazolo[l,5- 
fl]pyridin-7-yl)amino]ethyl ester as a light gray solid 
PartC 

The general methods described in Parts G and H of Example 80 were used to 
25 convert acetic acid 2-[(8-amino-5,6-dimethyltetrazolo[l,5-fl]pyridin-7-yl)amino]ethyl 
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ester (48.8 g, 185 nmol) to 56.5 g of acetic acid 2-(8-ethoxyinethyl-5,6-dimefliyl-7^- 
iirddazo[4,5-c]tetrazolo[l,5w2]pyridin-7-yl)ethyl ester with the following modifications. 
In Part H, one portion of pyridine hydrochloride (63 g, 54 mmol) was added, and the 
reaction was heated at reflux for 20 hours. After the work-up, the desired product was 
5 obtained as a tan solid, which was used without purificatioa 
PartD 

The general method described in Part F of Example 111 was used to convert acetic 
acid 2-(8-ethoxymethyl-5,6-dimethyl-7H-inudazo[4,5-c]tetrazolo[l ,5-a]py^ 
ester (56.5 g, 170 mmol) to 2-(8-ethoxymethyl-5,6-dimethyl-7//-imidazo[4,5- 
10 cltetrazolo[l,5-fl]pyridin-7-yl)ethanoL The crude product was purified by column 

chromatography on silica gel (1.2 kg, eluting with 90:10 dichloromethaneimethanol) to 

provide 48.25 g of the desired product. 

PartE 

The general method described in Part A of Example 81 was followed, using 2-(8- 
15 ethoxymethyl-5,6-dimethyl-7if-imidazo[4,5-c]tetrazolo[l,5-a]py^ 

g, 15.5 mmol) m Ueu of /er^-butyl 2-hydroxyethylcarbamate and 3-bromo-l- 
phenylpropyne^ prepared as described in Part A of Example 7, in Ueu of propargyl 
bromide. The crude product was triturated with diethyl ether, isolated by filtration, and 
dried under reduced pressure to provide 5.93 g of 8-ethoxymethyl-5,6-dimethyl-7-{2-[(3- 
20 phenylprop-2-ynyl)oxy]efhyl}-7/f-iiaidazo[4,5-c]tetrazolo[l ,5-a]pyridine as a yellow 
soHd. 
PartF 

The general method described in Part D of Example 109 was followed using 8- 
ethoxymethyl-5,6-dimethyl-7-{2-[(3-phenylprop-2-ynyl)oxy]ethyl}-^^ 

25 c]tetrazolo[l,5-a]pyridme (6.47 g, 16.0 mmol) as the starting material. The reaction with 
triphenyl phosphiae (4.61 g, 17.6 mmol) required 41 hours, and the hydrolysis of the 
intermediate required 18 hours. The crude product (1 1.6 g) was dissolved in 
dichloromethane and treated with a 1 M solution of hydrochloric acid ia diethyl ether (80 
mL). The volatiles were removed under reduced pressure, and the resulting solid was 

30 recrystallized Scorn acetonitrile. The crystals were dissolved in water (20 mL), and the 
solution was adjusted to pH 14 with the addition of 50% aqueous sodium hydroxide to 
provide a solid that was isolated by filtration. The soHd was stirred wtih 1 M aqueous 
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potassium hydroxide for one hour, isolated by filtration, dried for three days under reduced 
pressure at 70 "^C to provide 0.828 g of 2-ethoxymethyl-6,7-dimethyl-l-{2-[(3- 
phenylprop-2-ynyl)oxy3ethyl}-lH-imidazo[4,5-c]pyridin-4-ainine as a white powder, mp 
129-130 ^C. 

5 NMR (300 MHz, DMSO) 5 7.34-739 (m, 5H), 5,80 (s, 2H), 4.69 (s, 2H), 4.58 (t, 7- ' 
5.6 Hz, 2H), 4.37(s, 2H), 3.89 (t, J= 5.6 Hz, 2H), 3.51 (q, J- 6.9 Hz, 2H), 2.39 (s, 3H), 
2.32 (s, 3H), 1.13 (t, /= 7.2, 3H); 
MS (APCI) m/z 379 (M + H)""; 

Anal. Calcd for C22H26N4O2*0.1H2O: C, 69.49; H, 6.94; N, 14.73; Found: C, 69.25; H, 
10 7.00; N, 14.65. 

Example 123 

2-Ethoxymethyl-6,7-dimethyl-l-[2-(3-phenylpropoxy)ethyl]-lJy-M 
c]pyridin-4-anaine hydrochloride 

NHj 




15 

The general method described in Example 1 12 was used to hydrogenate 2- 
ethoxymethyl-6,7-dimethyl-l-{2-[(3-phenylprop-2-ynyl)oxy]ethyl}-li/-^ 
c]pyridin-4-amine (1.17 g, 3.09 mmol), prepared as described m Example 122. The 
reaction was complete after 18 hours. The crude product, isolated as an oil, was dissolved 

20 with diethyl ether (20 mL) and treated with a 1 M solution of hydrochloric acid in diethyl 
ether. The resulting salt was isolated by filtration, dried under reduced pressure, and 
recrystallized fix>m ethyl acetate. The crystals, obtained in two crops, were dried for three 
hours under high vacuum at 60 ""C to provide 0.777 g of 2-ethoxymefhyl-6,7-dimefhyH- 
[2-<3-phenylpropoxy)ethyl]-l/f-imidazo[4,5-c]pyridin-4-amm hydrochloride as a white 

25 powd^, mp 128-130 ''C. 
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NMR (300 MHz, DMSO) 5 13.85 (s, 1 H), 8.13 (s, 2 H), 7.10-7.24 (m, 3 H), 6.93-6.97 
(tn, 2 H), 4.79 (s, 2 H), 4.67 (t, J= 5.0 Hz, 2 H), 3.73 (t, J= 5.3 Hz, 2 H), 3.55 (q, J= 7.1 
Hz, 2 H), 3.27 (t, 7- 5.9 Hz, 2 H), 2.45 (s, 6H), 2.38 (t, •/== 7.8 Hz, 2 H), 1.65 (p, 7.5, 
6.2 Hz, 2 H), 1.15 (t, /= 6.9, 3 H); 
5 MS (APCl) m/z 383 (M -fH)"*; 

Anal. Calcd for C22H3oN402»lHCl: C, 63.07; H, 7.46; N, 13.37; Found: C, 63.01; H, 7.48; 
N, 13.29. 

Example 124 

10 1- {2-[2-(4-Ammo-2-€lh.yl-6,7-dimethyl-ljy-ii^ 

yl)ethoxy]ethyl}pyirolmdm-2-one 




PartA 

2-[2-(8-Ethyl-5,6-dinle&y^7/^mlidazo[4,5-c]tet^azolo[l,5-^^^ 
15 yl)e1iioxy]ethylaniiae (2.0 g, 6.6 mmol), obtained as described in Parts A through I of 
Example 102 was treated as described in Part J of Example 102 with 4-chlorobutyryl 
chloride (0.78 mL, 6.9 mmol) in lieu of methanesulfonyl chloride. The crude product was 
purified by column chiomatogr25)hy on silica gel (125 mL, eluting with 90:10 
dichloromefhane:methanol) to provide 2,30 g of 4-chloro-iV-{2-[2-(8-ethyl-5,6-dimelh.yl- 
20 7Jy-umdazo[4,5-c]tetrazolo[l ,5-^]pyridin-7-yl)ethoxy]efc as a white solid, 

mp 149-151 *^C. 
PartB 

Under a nitrogen atmosphere, a mixture of sodium hydride (0.24 g, 6.1 mmol), 
60% in mineral oil, and anhydrous DMF (10 mL) was cooled to ~0 "C. A solution of 4- 
25 cmoTO-JV^{2-[2-(8-ethyl-5,6-dimethyl-7fl-imidazo[4,5-c]tetr^ 

yl)ethoxy]ethyl}butanamide (2.25 g, 5.52 mmol) in DMF (35 mL) was slowly added to the 
mixture, and the reaction was stirred for one hour. The volatiles were then removed under 
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reduced pressure, and the residue was partitioned between water (100 mL) and 
dichloromethane (100 mL). The aqueous layer was extracted with dichloromethane (2 x 
100 mL), and the combined organic solutions were dried, filtered, and concentrated under 
reduced pressure to provide 1.94 g of a light orange solid. The solid was combined with 
5 crude product fix)m a previous run (L45 g) and purified by column chromatography on 
silica gel (150 mL, eluting with 95:5 dichloromethane:methanol) to provide 2.96 g of 1- 
{2-[2-(8-ethyl-5,6-dimethyl-7i?-imidazo[4,5-c]tetrazolo[l,5-a 
yl)ethoxylethyl}pyrrolidin-2-one as a white solid, mp 141-143 ^^C. 
PartC 

10 l.{2-[2-(8-Ethyl-5,6-dimethyl-7/^inudazo[4,5-c]tetrazoIo[l,5-fl]pyri^^ 

yl)ethoxy]ethyl}pyrrolidin-2-one (2.86 g, 7.70 mmol) was treated using a modification of 
the general method described in Part D of Exan5)le 109. 1,2-Dichlorobenz:ene was used as 
the solvent, and the reaction was heated at 130 **C for two days. The crude product was 
purified by colunm chromatography on silica gel (150 mL^ eluting with 80:20 

15 dichloromethanemefhanol) to provide 2.03 g of a ligjit brown oil, which solidified 

ovanight The solid was recrystallized &om acetonitrile (4.9 mL/g) twice and dried for 
two days in a vacuum oven at 50 **C to provide 0.97 g of l-{2-[2-(4-amino-2-efliyl-6,7- 
dimethyl4fl^imidazo[4,5-c]pyridin-l-yl)ethoxy]e&yl}pyrio^ as a white solid, 

mp 128-130 *^C. NMR (300 MHz, CDC13) 5 4.84 (s, 2H), 4.42 (t, 5.5 Hz, 2H), 

20 3.71 (t, y= 5.5, 2H), 3.50-3.44 (m, 2H), 3.40-3.34 (m, 2H), 3.14-3,08 (m, 2H), 2.87 (q, 7= 
7.5, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 2.32-2.22 (m, 2H), 1.91-1.79 (m, 2H), 1.40 (t, J= 7.5, 
3H); 

MS (APCI) m/z 346 (M + Bf; 

Anal. Calcd for C18H27N5O2: C, 62.59; H, 7.88; N, 20.27. Found: C, 62.58; H, 8.16; N, 
25 20.51. 

Example 125 

JV'-{2-[2-(4-Amino-6-cMoro-7-methyl-2-propyl4H-imidazo[4,5-c]p 

yl)ethoxy]ethyl}beazamide 



257 



wo 03/103584 



PCT/US03/17659 



NH2 




Under a nitrogen atmosphere, triethylamine (3.0 mL, 12 mmol) was added to a 
mixture of l-[2-(2-aniinoethoxy)ethyl]-6-cUoro-7-methyl-2-propyl4Jy-imid^^ 
c]pyridin-4-amine bistrifluoroacetate (0.95 g, 1.76 mmol), the salt made from Part G of 

5 Example 121, in tetrahydrofuian (20 mL). Benzoyl chloride (0.3 mL) was added dropwise 
to title resultiiig solution, and the reaction was stirred at room temperature. A solution of 
2% aqueous sodium carbonate (40 mL) was added, and the resulting mixture was stirred 
for 20 minutes and then extracted with diethyl ether (120 mL). A white solid precipitated 
from the diethyl ether and was isolated by filtration and washed with water (S mL) and 

10 diethyl ether (30 mL). The solid was recrystallized from 2-ptopanol, isolated by filtration, 
and dried for 4.5 hours under high vacuum at 40 to provide 265 mg of i^-{2-[2-(4- 
amino-6-cMoro-7-methyl-2-propyl-lif-bnidazo[4,5-c]pyridin-4- 
yl)efhoxy]efhyl}benzamide as a white solid, mp 188.0-189.0 °C. 

NMR (300 MHz, CDCI3) 8 7.63 - 7.59 (m, 2H), 7.53-7.41 (m, 3H), 6.15 (hr s, IH), 

15 5.01 (br s, 2H), 4.45 (t, J= 5.5, 2H), 3.76 (t, J= 5.5, 2H), 3.59-3.53 (m, 4H), 2,83.2.78 (m, 
2H), 2.55 (s, 3H), 1.91-1.79 (m, 2H), 1.03 (t, 7.3, 3H); 
MS (APCI) m/z 416 (M + Ef; 

HRMS (ESI) calcd for C21H26N5O2CI + H 416.1853, found 416.1856; 
Anal, calcd for C21H26N5O2CI: C, 60.64; H, 6.34; N, 16.84. Found: C, 60.61; H, 6.34; N, 
20 16.74. 

Compounds of the invention have been found to induce cytokine biosynthesis 
when tested using the method described below. 

25 CYTOKINE INDUCTION IN HUMAN CELLS 

An in vitro human blood cell system is used to assess cytokine induction. Activity 
is based on the measurement of interferon-a and tumor necrosis fector-a (IFN-a and TNF- 
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a, respectively) secreted into culture media as described by Testennan et al. In "Cytokine 
Induction by the Immunomodulators Itniquimod and S-27609", Journal of Leukocyte 
Biology, 58, 365-372 (September, 1995). 

5 Blood Cell Preparation for Culture 

Whole blood from healthy human donors is collected by venipuncture into EDTA 
vacutainer tubes. Peripheral blood mononuclear cells (PBMC) are separated from whole 
blood by density gradient centrifiigation using Histopaque®-1077. Blood is diluted 1:1 
with Dulbecco's Phosphate Buffered Saline (DPBS) or Hank's Balanced Salts Solution 

10 (HBSS). The PBMC layer is collected and washed twice with DPBS or HBSS and 

resuspended at 4 x 10^ cells/mL in RPMI complete. The PBMC suspension is added to 48 
well flat bottom sterile tissue culture plates (Costar, Cambridge, MA or Becton Dickinson 
Labware, Lincoln Park, NJ) containing an equal volume of RPMI complete media 
containing test compound. 

15 

Compound Preparation 

The compounds are solubilized in dimeth^ sulfoxide (DMSO). TheDMSO 
concentration should not exceed a final concentration of 1% for addition to tiie culture 
weUs. The compoimds are generally tested at concentrations ranging from 30-0.014 jiM. 

20 

Incubation 

The solution of test compound is added at 60 [iM to the first well containing RPMI 
complete and serial 3 fold dilutions are made in the wells. The PBMC suspension is then 
added to the wells in an equal volume, bringing the test compound concentrations to the 
25 desked range (30-0,014 \iM). The final concentration of PBMC suspension is 2 x 10^ 
cells/mL. The plates are covered with sterile plastic lids, mixed gently and then incubated 
for 18 to 24 hours at 37°C in a 5% carbon dioxide atmosphere. 

Separation 

30 Following incubation the plates are centrifuged for 10 minutes at 1000 ipm (-200 

X g) at 4°C. The cell-free culture supernatant is removed with a sterile polypropylene pipet 
and transferred to sterile polypropylene tubes. Samples are maintained at -30°C to -70''C 
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until analysis. The samples are analyzed for IFN-a by ELISA and for TNF-a by ELISA or 
IGEN Assay. 

IFN-a and TFN-a Analysis by ELISA 

mST-a concentration is determined by ELISA using a Human Multi-Species kit 
from PEL Biomedical Laboratories, New Brunswick, NJ. Results are expressed in pg/mL. 

TNF-a concentration is determined using ELISA kits available from Biosource 
International, Camarillo, CA. Altemately, the TNF-a concentration can be determined by 
Origen® M-Series hnmunoassay and read on an IGEN M-8 analyzer from IGEN 
Memational, Gaithersburg, MD. The immunoassay uses a human TNF-a cs^ture and 
detection antibody pair from Biosource hrtemadonal, Camarillo, CA. Results are : 
expressed in pg/mL. 

The complete disclosures of the patents, patent documents, andpubUcations cited 
herein are incorporated by reference in tiierr entirety as if each were individually 
incorporated. The present invention has been described with reference to several 
embodiments thereof The foregoing detailed description and examples have been 
provided for clarity of understanding only, and no unnecessary limitations are to be 
understood therefrom. It will be apparent to those skilled in the art that many changes can 
be made to the described embodiments without departing icom the spirit and scope of the 
invention. Thus, the scope of the invention should not be limited to the exact details of the 
compositions and structures described herein, but rather by the language of the claims that 
follow. 
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WHAT IS CLAIMED IS: 

1. Acoi):q)oundoffh6Fonnula(Ia): 




(la) 

10 wbesraa: 

X is -CH(Ra)-, -CH(R5)-a]kyleae-, -CHCR5)-aIkeiiylea©-, 
or CH(R3>alkylene-Y-alkyleDe-; 
Y is -0-, or -S(0)o.2-; 

-W-Ri is selected fiom -O-Ri-i-s and -S(0)o.2-Rw; 
1 5 Ri.|.s is selected fiom 

-Rff-C(R7)-Z-R8-alkyU 

-R«-C(R7)-Z-R8— alkeayl; 

-Rtf-C(R7)-Z^R8— aryl; 

-R^C(R7)-2^R8— heteroaryl; 
20 -R^(R7)-Z-R8-heta:ocyclyl; 

-R<rC(R7)-^H; 

-R<r-N(R9)-C(R7)-R8-alkyl; 

-R«-N(R9)-C(R7)-R8— alkenyU 

-R€-N(R9)-C(R7)-R8-aiyl; 
25 -R6-N(R9)--C(R7)-R«-heteroaryl; 

-Rff-NCEl9)-C(R7)-R8-iieterocyclyl; 

-R<rN(R9)-C(R7>rRio; 

-R<r-N(R9)-S02-R8-a]kyl; 

-Rfi— N^)— S02--R8-alkffliyl; 

30 -Rfi-N(R9>-SOr-R8-aiyl; 

-R^N(R9)-SOr-R8-lieteroaiyl; 
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-Re-N(R9)-S02-IMieterocyclyl; 

-R6-N(R9)-S02-Rio; 

-R6-N(R<,)-S02-N(R5)-R8-alkyl; 

-R<5-N(R9)-SO2-N0R5)-R8-a]keQyl; 

-R«-N(R9)-S02-N(R5)-R8-aryl; 

-R6-N(R9)-S02-N(R5)-R8-heteroaryl; 

-R6-N(El9)-S02-N(R5)-R«-heterocyclyl; 

-R6-N(R9)-S02-NH2; 

-R<i-N(Rfl)-C(R7)-N(R5)-Q-R8-alkyl; . 
-R(s-N(R9)-C(R7)-N(R5)-Q-R8-a]kenyl; 
-R<i-N(R9)-C(R7)-N(R5)-Q-R8-aryl; 
-R6-N(R9>- C(R7)-N(R5)-Q-R8-hetCToaryl; 
-R6-N(R9)- C(R7)-N(R5)-Q-R«-teterocyolyl; 
-R6-N(R9)-C(R7)-N(R5)2; 

-R,-N(R5)-C(R,)-N A; 

-IU-N(E^H::(R7)-N(RnH5--R8-fllkyl; 
-Rfi-NCRsHXR?)— NCRiiV-Q-Rg-aDceiijd; 

-R6-N(R9>-C(R7)-N(Ru)-Q-R8-aryl; 

-R6-N(R9)- C(R7)— N(Rii)-Q— R«-lieteroaryl; 

-Rfi-N(R9)- C(R7)— N(Ri i)-Q— Rs-hieterocyclyl; 

-R€-N(R9)- C(R7)-N(Rii)H; 

-alkenyl; 

-aryl; 

-Rfi-aryl; 

-heteroaryl; 

-heterocyclyl; 

-Re- heteroaryl; and 

-R^heterocyclyl; 
Z is-N(Rs)-, -0-. or -S-; 
Q is a bond, -CO-, or -SO2-; 
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A represents the atoms necessary to provide a S- or 6-membered heterocyclic or 
heteroaromatic ring that contains up to three heteroatoms; 
Ri^ is selected from: 

-alkyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-R^aryl; 

-R^ heteroaryl; and 

-R«-^heterocyclyl; 
each R5 is independently hydrogen, Ci-10 alkyl, or C2-10 alkenyl; 
R« is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O groups; 

R7is=Oor=S; 

Rs is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 
or more -0- groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R^ can join together with any carbon 
atom of R6 to form a ring of the formula 



Rio is hydrogen or Cmo alkyl; or R9 and Rio can join together to form a ring 
selected firom 



Rn is Cmo alkyl; or R9 and Rn can join together to form a ring having the 
structure 




(^^^2)3-8 



-N-cp) — N-SO2 
^^12 and : 



— N-C(R7) 



( y- 
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Ri2 is C2.7 aUc^eae wMch is straight chain or branched, wherein the branchii^ 
does not prevent formation of the ring; and 

Rx, Ry and Rz are independently selected from hydrogen and non-interfering 
substitutents; 

5 or a phaimaceutically acceptable salt thereof, wherein the compound or salt of Formula la 
induces fhs biosynthesis of one or more cytokines. 

2. A compound ofthe Formula (lb): 



10 




(lb) 



IS 'v^erein: 



X is -CH.(Rs)-, -CH(R5)-allQrlOTe-, -CH(El5)-alkaiyl«ae-, or 



CH(R5)-a]kylene-Y-alkylene-; 



-W-Ri is selected from -0-Ri.i^ and -S(0)o.2-Ri4; 



20 



25 



Rm^ is selected fiom 

-R«-CCR7)-Z-R8— alkyl; 
-R«-C(R7>-Z-R8— alkenyl; 
-R€-C(R7)-Z-R8— aiyU 
-Rs-C(R7)-Z-R8— heteroaryl; 
-Rfi-C(R7)-Z-R8— heterocyclyl; 
-R6-C(R7)-Z^H; 
-R6-N(R9) -C(R7)-R8-alkyi; 
-Rff-N(R9) -C(R7)-R8-alkenyl; 
-R6-N(R9)-C(R7>-Riraiyl; 
-R6-N(R9)-C(R7)-RHieteroaryl; 
-Re-N(R9)-C(R7)-R«-heterocyclyl; 
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-R€-N(R9)-C(R7)-Rio; 
-R<i-N(R9)-S02-R8-al]cyl; 
-Rfi— N(R9)— SO2— Rg— alkenyl; 
-Rfi-N(R9)-S02-R8-aryl; 
5 -Rfi-NCRgV-SOr-RHieteroaryl; 

-R6-N(R9)-S02-RHieterocyclyl; 

-R<i-N(R9)-S02-Rio; 

-R6-N(R9)-S02-N(R5)-R8-a]kyl; 

-R6-N(R9)-SO2-N0E^)-R8-alkenyl; 
10 -R6-N(R9)-S02-N(R5)-R8-aryl; 

-R6-N(R9)-S02-N(R5)-R8-heteroaryl; 

-R«-NCEt»>S02-N(R5)-R8-lieterocyclyI; 

-R6-N(R9)-S02-NH2; 

-Re-N(R9)-C(R7)-N(R5)-Q-R»-alkyl; 
15 -Re-N(R9K:(R7)-N(R5)-Q-R8-a]keQyI; 

-Rff-N(R9>-C(R7)-N(R5)-Q-R«-«yl; 
-IU-N(R9)-C(R7)--N(R3)-Q-R8-lieteioaryI; 
-R«-N(R9>- C(R7)— N(R3)-Q-R8-iietetocyclyl; 
-R6-NCR9)-C(R7)-N(R5)2; 



20 



-VN(R9)-C(R7)-N A; 



-R<f-N(R9)-C(R7)-N(Rii)-Q-R8-alkyl; 

-Re-N(R9)-C(R7)— N(Ri i)-Q-Rs-alkenyl; 

-R€-N(R9)-C(R7)-N(Rn)-Q-R8-aryl; 

-Rfi-N(R9)- CCR?)— N^n)-Q-R8-heteroaiyl; 
25 -R<r-N(R9)- C(R7)-NCRi i)-Q-R8-ieterocyclyl; 

-R«-N(R«)- C(R7)-N(R„)H; 

-alkenyU 

-aryU 

-R«-aryl; 
30 -hetearoaryU 

-heterocyclyl; 
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-Re- heteroaryl; and 
-Re-heteiocyclyl; 
Ri^ is selected from: 
-alkyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-R6-aryl; 

-R^ heteroaryl; and 
-R^heterocyclyl; 
R2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aijd; and 

- alkyl or alken;^ substituted by one or more substituents selected ftom the 
group consisting of: 
-OH; 
-halogen; 
-N(R5)2; 

-C(0)-Ci-io alkyl; 
-C(0)-0-Ci.io alkyl; 
-N3; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 



266 



wo 03/103584 



PCT/US03/17659 



-C(0>aryU and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o-2S 
Z is-NCRsH -0-, or -S-; 
5 Q is a bond, -€(0)-, or -SOr-; 

A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 
heteroaromatic ring that contains up to three heteroatoms; 

R3 and R4 are independently selected firom the group consisting of hyckogen, Ci-io 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
1 0 dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 
R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

R7is=Oor=S; 

IS Rs is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 

or more -O- groiq)s; 

R9 is hydrogen, Cmo siikyU or arylalkyl; or can join together with any carbon 
atom of R6 to form a ring of the formula 

20 Rio is hydrogen or Cmo alkyl; or R^ and Rio can join together to form a ring 

selected &om 




Ru is Cmo alkyl; or R9 and Ru can join together to form a ring having the 
structure 

— N-C{R7) 

C y- 

25 ;and 

R12 is C2.7 alk^ene which is straight chain or branched, wherein the branching 
does not prevent formation of the ring; 
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or a phamaceutically acceptable salt thereof. 

3 . A compoimd of the Fomnila (I-l): 

NH 




(I-l) 

10 wherein: 

X is -CHCRsK -CH(R5)-alkylene-, -CH(R5)-alkeayIeae-, 
CHCEli)-a]kylene-Y-alkyleiie-; 

Ri.i is selected from the group consistiiig of: 
-R«-C(R7)-Z-R8— alkyl; 
15 -R<i-C(R7>-Z-R8— alkenyl; 

-R«-C(R7)-Z-R«-aryl; 
-R«-C(R7)-Z-R<— heteroaryl; 
-R€-C(R7)-2>-R8— heterocyclyU 
-R<rC(R7)-Z-H; 
20 -RHSr(R9)-C(R7)-IU-al]cyl; 

-R^-NOR*) -C(R7)-R«— alkenyl; 

-Rfi-N(R9)-C(R7)-R«-aiyl; 
-R€-N(R9)-C(R7)-IMieteroaryl; 
-R^N(3Ei9>-CCR7)-R8-lwteiocyclyl; and 
25 -R<rNCR9)-C(R7>-Rio; 
Z is -NCRsK -0-. or-S-; 
R2 is selected from the groiq> consisting o£ 
-hydiogei]^ 
-alkyl; 

30 -alkenyl; 

-aryl; 
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-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
5 -alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 

10 -N(R5)2; 

-C(0)-Cmo alkyl; 
.C(0>O.Cmo alkyl; 
"Na; 
-aryl; 

15 -heteroaryl; 

-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-5(0)o.2S 

20 Ra and R4 are independently selected from the group consisting of hydrogen, Cmo 

alkyl, C2-10 alkenyl, C2.10 alkynyl, Cmo alkoxy, Ci.^o alkjifhio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Ci.io alkyl, or C2.10 alkenyl; 
R6 is alkylene, alkenylene, or alkynylene, vMch may be intem:q)ted by one or 
25 more -O- groups; 

R7 is =0 or =S; 

Rg is a bond, alkylene, alkenylene, or alkynylene which may be interrupted by one 
or more -O- groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
30 atom of R^ to form a ring of the formula 
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5.— 

(CH2)3^ 

Rio is hydxogea or Ci.io alkyl; or R9 and Rio can join together to form a ring 
selected fiom 



; and 

5 R12 is C2.7 alk^ene which is straight chain or branched, wherein the branching 

does not prevent formation of the ring; 
or a pharmaceutically accq>table salt thereof. 

10 4. A compound or salt of claim 3 wherein R3 and R4 are independently hydrogen, 
all^l, halogen, or nitro. 

5. A compound or salt of claim 3 wherein R3 and R4 are both methyl. 

15 6. A compound or salt of claim 3 wherein X is -CH(R5)-Ci.5 alkylene-. 

7. A compound or salt of claim 3 wherein R7 is =0 and Rs is a bond. 

8. A compound or salt of claim 3 wherem R2 is hydrogen. 

20 

9. A compound or salt of claim 3 wherein R2 is alkyl. 

10. A compound or salt of claim 3 wherein R2 is -aIkylene-0-alkyl. 
25 11. A compound or salt of claim 3 wherein R9 is Cmo alkyl. 

12. A compoimd or salt of claim 3 wherein Rui is -R^N(R9)-C(R7)~R8— alkyl. 
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13. A compound or salt of claim 3 wherein Rm is -R<rN(R9>C(R7)-R8— aryl or -Rs- 
N(R9)-C^7>-R8— heteroaryl. 

14. A compound or salt of claim 3 wherein Rm is -R^— N(R9)— CCR?)— Rio. and R9 
5 and Rio join to form the ring. 

15. A compound of the Fonnnla (L-l): 




X— O — 



10 



a-2) 



wherein: 



15 



X is -CHCRj)-, -CHCRsValkylene-, -CH(El5)-alkenyIea&-, or 



CH^)-aIkyleae-Y-alkyIene-; 



20 



25 



R1.2 is selected from the group consisting of: 
-Rfi-NCR©)— SO2-R8— alkyl; 
-Rfi— NCRg)— SO2— Rs— alkenyl; 
-R€-N(R9)-S02-R«-aryU 
-R«-N(I^)-S02-R«-heteroaryl; 
-R6-N(R9)-S02-R8-heterocyclyl; 
-R6-N(R9)-S02-Rio; 
-R6-N(R9)-S02-N(R5)-R8-alkyl; 
. -R6-N(R9)-S02-N(R5>R8-alkenyU 
-Rfi-N(R9)-S02-N(R5)-R8-aryI; 
-R6-N(Rs)-S02-NCEi5)-R8-heteroaryl; 
-R6-N(R9)-S02-NCR5>R«-heterocyclyl; and 
-R6-N(R9)-S02-NH2; 



30 



R2 is selected fix>m the group consisting o£ 
-hydrogen; 
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-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
5 -heterocyclyl; 

-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
10 group consisting of: 

~0H; 
-halogen; 
-N(R5)2; 

-C(0>Cmo alkyl; 
15 -C(0)-0-Cmo alkyl; 

-N3; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
20 -C(0)-aryl; and 

-C(0)-heteroaryl; 
Yis-0-or-S(0)o-2-; 

R3 and R4 are independently selected fiom the groiq) consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cwo alkylthio, amino, alkylamino, 
25 dialkylanoino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 

R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

Rs is a bond, alkylene, alkenylene, or alkynylene which may be inteirupted by one 
30 or more -O- groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; orR9 can join together with any carbon 
atom of R6 to form a ring of the formula 
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5"— 

(^•^2)3-8 

9 

Rio is hydrogen or d.io alkyl; or R$ and Rio can join together to form a ring 
selected from 



— N-SO2 

(.J 

;and 



R^2 



S R12 is C2.7 alkylene which is straight chain or branched, wherein the branching 

does not prevent formation of the ring; 
or a pharmaceatically acceptable salt thereof 

16. A compound or salt of claim IS wherein R3 and R4 are independently hydrogen, 
10 alkyl, halogen, or nitre. 

17. A compound or salt of claim IS wh^in R3 and R4 are both methyl. 

18. A compound or salt of claim 15 wherein X is -CH(R5)-Ci.5 alkylene-. 

15 

19. A compound or salt of claim 15 wherem R2 is hydrogen. 

20. A compound or salt of claim 15 wherein R2 is alkyL 

20 21 . A compound or salt of claim 15 wherem R2 is -aIkylene-0-aIkyl. 

22. A compound or salt of claim 1 5 wherein R9 is methyl. 

23. A compound or salt of claim 15 wherem Rui is -Re— N(R9)—S02—R8— alkyl. 

25 

24. A compound or salt of claim 15 wherein R1-2 is -R^— SO2— Rs— aryl or 
-R6— SO2— Rs— heteroaryl. 

25. A compound or salt of claim 15 ^^dbierein R1.2 is-R^— N(El9)— SO2— Rio- 
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26. A compound or salt of claim 25 wherdn B9 and Rio join to fonn the ring. 

27. A compoimd of tiie Foimula (1-3): 



X is -CHCRs)-, -CH(R5)-alkylene-, -CH(R5)-alkaiylaie-, or 
CH(R5)-alkylene-Y-alkylene-; 

R1.3 is selected from Hie grotip consisting of: 



-IU-N(R9)-C(R7)-N(R5)-Q-R8-alkyl; 
-Rfi-NCEio)- C(R7)-N(R5)-Q-Rir-alkenyI; 
-Rfi-N(R9)- C(R7)-N(R5)-Q-R«-aiyl; 
-Rfi-NCRs)- C(R7)— NCRsV-Q-Rg-heteroaryU 
-R<rN(Ei9)- C(R7)-N(R5)--<^-RHieterocyclyl; 
-R6-N(R9)-CCR7)-NCR5)2; 

-IVN(R5>C(R7)-N A; 



-Rff-N(R9)- C(R7)-N(Rn)-Q-R8-alkyl; 
-R«-N(R9)- C(R7)— N(Rn)-Q— Rg-alkeny^ 
-R«-N(R9)- C(R7)-N(Rii>-Q-R«-aryl; 
-Rfi-NCRg)- C(R7)— N(Ru)-Q-R«-Jieteroaryl; 
-IV-N0E19)- C(R7)— N^uHH RHietetocyclyl; and 
-R«-N(R9)- C(R7)-N(Rii)H; 
S2 is selected fiom the groiq> consisting of: 
-hydrogen; 




(1-3) 



wherein: 



-aBcyl; 
-alkeinyl; 
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-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
5 -alkylene-Y- aJkenyl; 

-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 

10 -halogen; 

-N(R5)2; 

-C(0)-Ci.io alkyl; 
.C(0>0-Cmo alkyl; 
-N3; 

15 -aryl; 

-heteroaryl; 

-heterocyclyl; 

-C(0>aryl; and 

-C(0)-heteroaryl; 
20 Yis-0-or^(0)o.2S 

Q is a bond, -C(0)-, or -SOr-; and 

A represents the atoms necessary to provide a 5- or 6- membered heterocyclic or 
heteroaromatic ring that contains up to three heteroatoms; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
25 alkyl, C2-10 alkenyl, C2-10 alkynyl, d-io alkoxy, Cmo alkylthio, anuno, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Ci-10 alkyl, or C2-10 alkenyl; 

R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 
30 eachR7isOor==S; 

Rs is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 
or more -O- groups; 
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R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
atom of R6 to form a ring of the formula 

Ru is Ci.io alkyl; or R9 and Rn can join together to form a ring having the 
5 structure 

— N-C(R,) 

( y- 

or a pharmaceutically acceptable salt thereof. 

28 . A compound or salt of claim 27 wherein R3 and R4 are independently hydrogen, 
10 alkyl, halogen, or nitro, 

29. A compound or salt of claim 27 wherein R3 and R4 are methyl. 

30. A compomid or salt of claim 27 wherein X is -CH(R5)-Ci.5 alkylene-, 

15 

31. A compomid or salt of claim 27 wherein R2 is hydrogen. 

32. A compound or salt of claim 27 wherein R2 is alk/1. 

20 33. A compound or salt of claim 27 wherem R2 is -alkylene-O-alkyl. 

34. A compound or salt of claim 27 wherein R1.3 is 

-R^.N(R5)-C(R;)-N A; 

25 35. A compound or salt of claim 27 wherem R1-3 is -Re-NCEl9)-C(R7)--N(R5)-Q-R«-- 
alkyl. 
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36. A compound or salt of claim 27 wherein R1.3 is -R6-N(R9H^(R7)— N^HJ-Rg- 
arylor 

-R6-N(R9H^(R7)— N(R5)-Q-R^ 
S 37. A compomid or salt of claim 27 wherein Q is a bond 

38. A compound or salt of claim 27 wherein R5 is alkyl. 

39. A compomid or salt of claim 27 wherein R? is =0. 

10 

40. A compomid of the Fonnula (1-4): 




15 

a-4) 

wherein: 

X is -CHOEI5K -CH(R5)-alkylene-, -CH(R5)-alkenylene-, or 
20 CHCEi5)-alkylene-Y-alkylene-; 

Rm is selected from the group consisting of: 

-alkenyl; 

-aryl; and 

-Rr-aryl; 

25 R2 is selected from Hit group consisting of: 

-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

30 -heteroaryl; 
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-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkeayl; 
-alkyleae-Y-aryl; and 

S - alkyl or alkenyl substituted by one or more sabstitaents selected from the 

group consisting of: 
-OH; 
-halogen; 
-N(R5)2; 

10 -C(0)-Cmo alkyl; 

-C(0)-0-Cmo alkyl; 

-N3; 

-aryl; 

-heteroaryl; 
15 -heterocyclyl; 

-C(0)-aryi; and 
-C(0)-heteroaryl; 
Y is -O- or -S(0)o-2-; 

R3 and R4 are independently selected from the groi^ consisting of hydrogen, Cmo 
20 alkyl, C2-10 alkenyl, C2-10 alkynyl, d-io alkoxy, d-io alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2.10 alkenyl; and 
R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 
25 or a phannaceutically acceptable salt thereof. 

41. A compound or salt of claim 40 wherein R3 and R4 are indq>endently hydrogen, 
alkyl, halogen, or nitro. 

30 42. A compound or salt of claim 40 wherein R3 and R4 are both methyl. 

43. A compound or salt of claim 40 wherein R2 is hydrogen. 
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44. A compound or salt of claim 40 wherein R2 is alkyl. 

45. A compound or salt of claim 40 wherein R2 is -alkylene-O-aDcyl. 

5 

46. A compound or salt of claim 40 wherein Rm is -aryl or -R^-aryl. 

47. A compound or salt of claim 46 wherein aryl is phenyl or substituted phenyl. 
10 48. A compound or salt of claim 40 wherein R^ is alkynylene. 

49. A compound or salt of claim 40 wherein X is -CH(R5)-Ci-5 alkylene-. 

50. A compound or salt of claim 40 wherein Re is -(CH2)i-4— - 

15 

51. A compound of the Formula (1-5): 




20 



wherein: 

X is -CHCRs)-, -CH(R5)-alkylene-, -CH(R5)-alkenylene-, or 
25 CH(El5)-alkylene-Y-alkyleae-; 

R1.5 is selected from the group consisting of: 
-heteroaryl; 
-heterocyclyl; 
-R^ heteroaryl; and 
30 -Rfi-heterocyclyl; 

R2 is selected fix>m the group consisting of: 
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-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

5 -heteroaryl; 

-heterocyclyl; 
-alkylene-Yralkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

10 * alkyl or alkenyl substituted by one or more substituents selected from the 

group consisting of: 
-OH; 
-halogen; 
-N(R5)2; 

15 -C(0)-Cmo alkyl; 

-C(0)-0-Ci-io alkyl; 

-N3; 

-aryl; 

-heteroaryl; 
20 -heterocyclyl; 

-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o.2S 

R3 and R4 are independently selected &om the group consisting of hydrogen, Ci.io 
25 alkyl, C2.10 alkenyl, C2.10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and mtro; 

each R5 is independently hydrogra, Cmo alkyl, or C2.10 alkenyl; and 

is aDcylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 
30 or a phlamiaceutically accqptable salt thereof. 
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53. 

5 

54. 
55. 

10 56. 
57. 
58. 

15 

59. 
60. 

20 61. 



A compotmd or salt of claim 51 wherein R3 and R4 are independently hydrogen, 
halogen, or nitto. 

A compomd or salt of claim 5 1 wherein R3 and R4 are botii methyl. 

A compound or salt of claim 5 1 wherein R2 is hydrogen. 

A conq)oiind or salt of claim 5 1 wherein R2 is -alkyl. 

A conq)oiind or salt of claim 5 1 wherein R2 is -alkylrae-O-alkjd. 

A compound or salt of claim 5 1 wherein Ri.s is -heteroaryl or -Rs-heteroaryl. 

A compound or salt of claim 5 1 wherein R1.5 is -heterocyclyl or -Rti-hetQx>cyclyl. 

A compound or salt of claim 51 wherem X is -CH(R5)-Ci.3 alkylene-. 

A compound or salt of claim SI wherein R^ is -{CRz)\-*—' 

A conipound of the formula (1-6): 





X S(0)^ R^^ 



a-6) 



wherdn: 



30 



X is -CH(RsK -CH(R3)-alkyi«ne-, -CHORsValkenjdene-, or 
CH(R6)-a]k)4ene-Y-a]kylene-; 

Ru is selected from the gtoi^ consisting of: 
-alkyl; 
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-aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkenyl; 

5 -Re-aryl; 

-Re- heteroaryl; 

-R^heterocyclyl; 
R2 is selected from the group consistmg of: 

-hydrogen; 
10 -alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
15 -alkylene-Y-alkyl; 

- alkylene- Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
groiQ) consisting of: 

20 -OH; 

-halogen; 
-N(R5)2; 

-C(0)-Cuio alkyl; 
-C(0)-0-Cmo alkyl; 
25 .N3; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
30 -C(0)-heteroaryl; 
Yis-0-or-S(0)o.2S 
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R3 and R4 are independently selected from the group consisting of hydrogen, Ci.io 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cu\o alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2.10 alkenyl; and 
5 R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

more -O— atoms; 

or apharmaceutically acceptable salt thereof. 

62. A compound or salt of claim 61 wherein "S(0)o.2- is -S-. 

10 

63. A compound or salt of claim 61 wherein -S(0)o-2- is -SO. 

64. A compound or salt of claim 6 1 wherein -S(0)o-2- is -S(0)2-. 

IS 65. A compoimd or salt of claim 61 wherem R3 and R4 are mdependently hydrogen, 
alkyl, halogen, or nitro. 

66. A compoxmd or salt of claim 61 wherein R3 and R4 are both methyl. 
20 67. A compound or salt of claim 61 wherein R2 is hydrogen. 

68. A compound or salt of claim 61 wherein R2 is -alkyl. 

69. A conq)ound or salt of claim 61 wherem R2 is -alkylene-O-alkyl. 

25 

70. A compound or salt of claim 61 wherem R1.6 is alkyl. 

71 . A compound or salt of claim 61 wherein Ri^ is aryl. 

30 72. A compound or salt of claim 61 wherein Ri.6 is substituted aiyl. 
73. A compound or salt of claim 61 wherein Ri^ is heteroaryl. 
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74. A phamaceutical composition comprising a phannaceutically efTective amount of 
a conq)ound of claim 1 in combination with a phamiaceutically acceptable carrier. 

5 75 . A pharmaceutical composition comprising a pharmaceutically effective amount of 
a compound of claim 2 in combination with a pharmaceutically acceptable carrier. 

76. A pharmaceutical composition comprising a pharmaceutically effective amount of 
a compound of claim 3 in combination with a phannaceutically acceptable carrier. 

10 

77. A pharmaceutical composition comprising a pharmaceutically effective amount of 
a compound of claim 15 in combination with a phannaceutically acceptable carrier. 

78. A pharmaceutical composition comprising a pharmaceutically effective amount of 
IS a compound of claim 27 in combination with a pharmaceutically acceptable carrier. 

79. A pharmaceutical composition comprising a pharmaceutically effective amount of 
a compound of claim 40 in combination with a phannaceutically accqptable carrier. 

20 80. A pharmaceutical composition comprising a phannaceutically effective amount of 
a compound of claim 5 1 in combination with a pharmaceutically acceptable carrier. 

81. A pharmaceutical composition comprising a pharmaceutically effective amount of 
a compound of claim 61 in combination with a pharmaceutically acceptable carrier. 

25 

82. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 1 to the animal. 

83. A metiiod of claim 82 wherein the cytokine is interferon - a. 

30 

84. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 2 to the animal. 
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85. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 3 to the animal. 

S 86. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 15 to the animal. 

87. A method of inducing cytokine biosynthesis in an animal comprising administering 
an efTective amount of a compound of claim 27 to the animal. 

10 

88. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 40 to the animal. 

89. A method of inducing cytokine biosynthesis in an animal comprising administering 
15 an effective amount of a conopound of claim 51 to the animal. 

90. A method of mducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 61 to the animal. 

20 91. A method of treating a neoplastic disease in an animal comprising adnnnistering an 
effective amount of a compound of claim 1 to the animal. 

92. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 2 to the animal. 

25 

93. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 3 to the animal. 

94. A method of treating a neoplastic disease in an animal comprising adnodnistering an 
30 effective amount of a compound of claim 15 to the animal 
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95. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 27 to the animal. 

96. A method of treating a neoplastic disease in an animal comprising administering an 
S effective amount of a compound of claim 40 to the axmnal. 

97. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 51 to the animal. 

10 98. A method of treating a neoplastic disease in an animal comprising admiuistering an 
effective amount of a compound of claim 61 to the animal. 

99. A metiiod of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 1 to the animal. 

15 

100. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 2 to the animal. 

101 . A method of treating a viral disease in an animal comprising administering an 
20 effective amount of a compound of claim 3 to the animal. 

102. A method of treating a vural disease in an animal comprising administering an 
effective amount of a compound of claim 15 to the animal. 

25 103. A method of treating a viral disease in an animal comprising adnainistering an 
effective amount of a compound of claim 27 to the animal. 

1 04. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 40 to the animal. 

30 

105. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 51 to the animaL 
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1 06. A mefhod of treating a viial disease in an animal comprising adnoinistering an 
effective amount of a compound of claim 61 to the animal. 

107. A compound of the Formula 11: 




(D) 

wherein 

X is -CHCRsK -CH(R5)-alkylene-, -CH^5)-alkenylene-, or 
CH(R5)-alkylene-Y-alkylene-; 

R2 is selected firom the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

-alkyl or alkenyl substituted by one or more substituents selected &om the 
group consisting of: 
-OH; 
-halogen; 
-N(R5)2; 
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-C(0)-Ci.ioalkyl; 
-C(0)-0-Cmo alkyl; 
-N3; 
-aryl; 

5 -heteroaryl; 

-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o.2-; 

10 R3 and R4 are independently selected frona the group consisting of hydrogen, Cmo 

alkyl, C2.10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 
R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
1 5 more -0— atoms; and 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
atom of R6 to fonn a ring of the formula 




(^^2)3-8 



or a pharmaceutically acceptable salt thereof. 

20 

108. A compound of the Fommla IV: 

OPh 




^5(0)o.2 
R1-6 



(TV) 
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wherein: 

X is -CH(Rs)-, -CH(R5>alkyleae-, -CH(El5)-alkenylene-, or 
CH(R5)-alkylene-Y-alkylenes 

Ri^ is selected from the group consisting of: 
-alkyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-Rfi-axyl; 
-R^ heteroaryl; 
-Re-heterocyclyl; 
R2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 

-hetCTocyclyl; 

-alkylene-Y-allqrl; 

- alkyene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substitueats selected from die 
group consisting of: 

-OH; 

-halogen; 

-N(R5)2; 

-C(0)-Ci.io alkyl; 
-C(0)-0-Ci.io alkyl; 
-N3; 
-aryl; 
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10 



-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0>heten)aryl; 
Yis-0-or-S(0)o.2S 

R3 and R4 are indq)endently selected from the group consisting of hydrogen, Ci-10 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Ci-10 alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylaxnino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; and 
R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more atoms; 

ox aphamiaceutically acceptable salt thereof 



1 09. A compound of the Formula Y: 



15 




(V) 



wherein: 

20 X is -CHCElsK "CHORs^alkylene-, -CaH(R5)-alkenylene-, or 

CH(R5>alkylene-Y-alkylene-; 

Ri^ is selected from the group consisting of: 
-alkyl; 
-aryl; 

25 -heteroaryl; 

-heterocyclyl; 
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-alkenyl; 
-R<raryl; 
-Re-heteroaryl; 
-Rfi-heterocyclyl; 
R2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkylene-Y-alkyl; 

- alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substitumts selected from the 
group consisting of: 

-OH; 

-halogen; 

-N(R5)2; 

-C(0)-Cmo alkyl; 
-C(0)-0-Ci-io alkyl; 
-N3; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteioaryl; 
Yis--Oor^(0)o.2S 

R3 and R4 are independently selected from the group consisting of hydrogen, Ci-10 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each Rs is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; and 
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R6 is alkyleae, alkenyloae, or alkynyleae, which may be interrupted by one or 
more -O— atoms; 

or a phannaceutically acceptable salt 1iiereo£ 
5 110. A compomid selected &om. coiiq>oimds of Formulas LIX-1, LIX-2, and LIX-3: 




(UX-l 
tlX-2 

10 LIX-3) 
wherein: 

Ri-i. 2. 3 is Ri-i in LDC-l , Ri-a in LIX-2, and R1-3 in LIX-3; 
X is -CH(R5>, -CH(R5)-alkylene-, -CH(El5)-alkenylene-, or 
15 CH(R5>a]kylene-Y-alkylene-; 

Ri.i is selected &om the group consisting of: 

-Rfi-C(R7)-Z-R8— aBsyl; 

-Re-C(R7)-Z-R«— alkenjd; 

-Rff-C(R7)-Z-R8— aryl; 
20 -R«-C(R7)-Z-R8— heteroarjd; 

-Rff-C(R7)-Z-R8— heterocyclyl; 

-Rfi-C(R7>-Z^H; 

-R^ORs) -CCR7>-R«-alkjd; 

-R^-NCRs) -CCR.7)-R8-a]kenyI; 
25 -R<s-N(R9)-C(R7)-R8-aiyl; 

-R«-^(R9)-C(R7HU-heteroaryi; 

-R<s-N(R9>-C(R7)-R8-heterocyclyl; and 

-R<r-N(R9)-C(R7>-Rio; 
R1.2 is selected fiom the group consisting of: 
30 -R<j-N(R9)-S02-R8-alkyl; 
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-Rfi— N^)-S02— Rs-alkenyl; 
-R(S-N(R9)-S02-R«-aiyl; 
-Rtf-N0R9)-SC)r-R«-hetexoaiyl; 
-R«-N(Ei9)-S02-Rs-heterocyclyl; 

5 -Re— NCRs)— SO2— Rio; 

-R6-N(R9)-S02-N(R5>R8-alkyl; 

-R6-N(R9)-S02-N(R5>R8-alkenyl; 

-R«-N(R9)-S02-N(R5)-R8-aryl; 

-R<5-N(R9)-S02-N(R5)-R8-lieteroaryl; 
10 -R6-N(R9)-S02-N(R5)-R8-heterocyclyl; and 

-R<i-N(R9)-S02-NH2; 
R1.3 is selected from the group consistiiig of: 

-RH^(R9)-C(R7)-N(R5)-Q-R8-^1; 

-R6-N(R9)-C(R7)-N(R5)-Q-Rr-alkenyl; 
15 -R<s-N(R9)-C(R7)-N(R5)-Q-R8-aryl; 

-Rtf-N(R9)- C(R7)— NORsHJ-RHieteroaryl; 

-Rfi-N(R9)-C(R7)— N(R5)-Q-R«-hetraocyclyI; 

-R6-N(R9)-C(R7)-N(R5)2; 

r\ 

-R^-N(R<,)-C(R,)-N A; 

KJ 

20 -R<f-N(R9)-C(R7)-N(Rn>-Q-Rff-alkyl; 

-R€-N(R9)-C(R7)-N(Rn)-Q— Rff-alkenyU 

-R<r-N(R9)-€(R7)-N(Ru)-Q-R8-aiyl; 

-Rfi-N(R9>- C(R7)-N(Rn)-Q— Rg-heteroaryl; 

-RHSf(R9)-C(R7)— N(Ru>-Q— RHieterocyclyl; and 
.25 -R^N(R9)-C(R7)-N(Ru)H; 

R2 is selected from the group consisting of: 

-hydrag^ 

-alkyl; 

-alkenyU 
30 -aryl; 

-heteroaryl; 
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-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y^-aryl; and 

5 - slkyl or alkenyl substituted by one or more substituents selected fiom the 

group consisting of: 
-OH; 
-halogen; 
-N(R5)2; 

10 -C(0)-Ci.io alkyl; 

-C(0)-0-Ci.ioalkyl; 

-N3; 

-aryl; 

-heteroaryl; 
15 -heterocyclyl; 

-C(0)-aryl; and 
-C(0)-heteroaryi; 
Yis-C>-or-S(0)o.2S 
Z IshNCRs)-, or-S-; 
20 Q is a bond, -CO-, or -SOr-; 

A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 
heteroaromatic ring that contains up to three heteroatoms; 

R3 and R4 are independently selected from the group consisting of hydrogen, Ci.to 
alkyl, C2.10 alkenyl, C2.10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
25 diall^lamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 
Re is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

R7is=Oor=S; 

30 Rg is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 

or more -O- groups; 
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R9 is hydrogen, Cmo alkyl, or aiylalkji; or R9 can join togedier mfh any carbon 
atom of R« to foim a ring of die foimula 



(CH2); 



r 



'3-8 

9 

Rio is hydrogen or Ci.io alkyl; or R9 and Rio can join together to form a ring 
5 selected ftom 

— N-C(R7) — N-S02 

Rii is Cmo alkyl; or R9 and Rn can join together to form a ring haviag the 
structure 

— N-C(R7) 

( y- 

;and 

10 R12 is C2-7 alkylene which is straight chain or branched, wherein the branching 

does not prevent formation of the ling; 
or a phannaceutically acceptable salt thereof. 

1 1 L A compound selected firom compounds of Formulas LIX-4, and LDC-S: 

15 




N 

X-0— R,^5 

(LIX-4 
LIX-5) 

20 wherein: 

Rm, 5 is Rm in LIX-4, andRi.5 in UX-S; 

X is -CH^s)-, -CH(R5)-a]kylene-, -CH(R5)-alkenyleae-, or 
CH0t5)-alkylene-Y-a]kylene-; 

Ri^ is selected fiom tibe groiqp consisting of: 
25 -alkenyl; 
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-aryl; and 
-R^aryl; 

Ri.s is selected &om fhe groi^ consistmg of: 

-heteroaryl; 
5 -heterocyclyl; 

-R6- heteroaryl; and 

-Rfi-heterocyclyl; 
Ra is selected fix>m &e group consisting of: 

-hydrogen; 
10 -alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
15 -alkylene-Y-alkyl; 

-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected fiiom fhe 
group consisting of: 
20 -OH; 

-halogeI^ 
-N(R5)2; 

-C(0)-Ci-io alkjd; 
-C(0)-0-Cmo allqrt 
25 -Na; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
30 -C(0)-heteroaryl; 
Yis-0-or-5(0)o.2S 
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R3 and R4 are indepradently selected 60m the groiq) consistmg of hydrogen, Cmo 
alk}d, C2.10 aOcenyl, C2.10 alkynyl, Cmo alkoxy, Cmo alkyltbio, amino, alkylamino, 
dialkylamino, halogen, and nitio; 

each R5 is independently hydrogen, Ci.io alkyl, or C2.10 alkenyl; and 

is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -0- groups; 

or a phannaceutically acceptable salt thereof. 
1 12. A compound of the Formula LVni: 



10 




(LVm) 



wherein 

X is -CHCR5K -CH^5>aIkylene-, -CH(R3)-aBceaylene-, or 
15 CH(R5)-allqrlene-Y-aIkylene-; 

R2 is selected fcom the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyl; 
20 -aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkylene- Y-alkyl; 

-alkylene- Y- alkenyl; 
25 -alkylene-Y-aryl; and 
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-alkyl or alkenyl substituted by one or more substituents selected fix>in fixe 
group consisting of: 
-OH; 
-halogen; 

5 -N(R5)2; 

-C(0>Ci.io alkyl; 
-C(0>0-Cmo alkyl; 
-N3; 
-aryl; 

10 -hetCToaryl; 

-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o-2S 

15 R3 and R4 are independently selected fix)ni the group consisting of hydrogen, Cmo 

alkyl, C2.10 alkenyl, C2-10 alkynyl, Ci-10 alkoxy, Ci-io alkyltfaio, amino, alkylamino, 
diaDc/lamino, halogen, and uitco; 

each R5 is independently hydiogra, Ci-io alkyl, or C2-10 alkenyl; 

is allqdene, alkenylene, or alkynylene, which may be interrupted by one or 
20 more -O— atoms; and 

R9 is hydrogen, Ci-io alkyl, or arylalkyl; or R9 can join together with any carbon 
atom of Re to fonn a ring of the formula 




(CH2)m 

or a phaimaceutically acceptable salt thereof 

25 
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113. A compound of flie Formula LXXVIH: 




NH 
I 



O 




BOC 



(Lxxvni) 



5 wherein 

X is -CH(R5)-, -CH(R5>alkylene-, -CH(R5)-alkenylene-, or 
CH(R5>alkylene-Y-alkylene-; 

Yis-0-or-S(0)o-2S 

BOC is ter^-butoxycarbonyl; 
10 R3 and R4 are independently selected from the groiq> consisting of hydrogen^ Cmo 

alkyl, C2.10 alkenyl, C2.10 alkynyl, Cmo alkoxy, Ci.io allgithio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 



15 more -O— atoms; 

R9 is hydrogen, Cmo slkyl, or ar^alkyl; or B4 can join together with any carbon 
atom of R6 to form a ring of the formida 



each R5 is mdependently hydrogen, Ci-io alkyU or Ca-to alkenyl; 

R6 is alkylene, alkenylene, or alkynylene, which may be intem:q)ted by one or 




;and 



T is selected fiom nitro and ammo; 
20 or a pharmaceutically acceptable salt thereof. 
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1 14 A compound of the Foroiida LXXDC: 




(LXXDC) 



5 wherein 

X is -CHCRs)-, -CH^5)-alkyl€ne-, -CH(R5)-alkenylene-, or 
CH^5)-aIkylene-Y-alkylene-; 
Yis-0-or^(0)o-2-; 

Ra and R4 are independently selected fiom the groiqp consisting of hydrogen, Ci.io 
10 alkyl, C2.10 alkenyl, C2-10 aOcynyl, C1.10 alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Ci-io alkyl, or C2.10 alkenyl; and 

T is selected &om nitro and amino; 
or a phaimaceutically acceptable salt thereof 



115. A compound selected fiom compounds of Formulas LXXX-4 and LXXX-S: 



15 




(LXXX-4 
LXXX-5) 



wherein 



Rm, 5 is Rm in LXXX-4, and R1.5 in LXXX-5; 

X is -CaaCRs)-, -CH(R5)-alkylene-, -CH(R5)-alkenylene-, or 



300 



wo 03/103584 



PCT/US03/17659 



CH(Rs)-al]cylene-Y-alkylene-; 

Yis-Q-or-SCOVaS 

Ri.s is selected firom tiie group consisting of: 

-heteroaryl; 
5 -heterocyclyl; 

-R^- heteroaryl; and 

-RHieterocyclyl; 
Rm is selected from the group consisting of: 

-alkenyl; 

10 -aryl; and 

-R^aryl; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo * 
alkyl, C2.10 alkenyl, C2.10 alkynyl, Cmo alkoxy, Ci-10 alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 
15 each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 

R6 is alkylene, alkenylene, or aUcynylene, which may be intern^ted by one or 
more -Q- groups; and 

T is selected from nitro and amino; 
or a pharmaceutically acceptable salt th^eof . 

20 



25 
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